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TITLE: 



PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 
CLASSIFICATION: 
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PATENT INFORMATION: 



145:271387 CASREACT Full -text 

Procass for the preparation of enantiotnerically pure 
1 -substituted- 3 -uoino 

alcohols using methyl ketones, primary amines, 
{ormaldehydes and sulfonic acids 

Brieden, Walter; Clausen. Martin; HcGarrity, John; 

Mettler, Hanspeterj Hiebel, Ooalniqu* 

Lonza A.-G.. Switz. 

PCT Int. Appl., 3Bpp. 

COOEN: PIXX03 

Patent 

English 

33-15 (Aliphatic Conftounds) 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



NO 2006087166 Al 20060824 WO 2006-BP1334 20060214 

W: AB, AG. AL. AM, AT, AU, AZ, BA, BE, BG, BR, BW. BY, BZ. CA, CH. 
CN, CO, CR. CU, CZ, DE, DK, OM, DZ, EC, EE, EG, ES, FI, GB, GD. 



•^NHa* R3_S03- 

Ita 



ABSTRACT: 

Provided is a process for the preparation of N-monosubstituted p-aminoalc. 
sulfonates of formula I. Conpds . of formula I wherein Rl is (un) substituted 
C6-20 aryl or (un) substituted C4-12 heteroaryl; R2 is Cl-4-alkyl or 
(un) substituted C6-20 aryl; R3 is selected from the group consisting of Cl-18 
al)<yl, C6-20 cycloalkyl, C6-20 aryl and C7-20 aralkyl residues, and the process 
for preparing compds. of formula I are claimed. The process conprising the steps 
of a) reacting a Me ketone, a primary amine, formaldehyde and a sulfonic acid, 
at a pressure above 1.5 bar, optionally in a organic solvent, said organic solvent 
optionally containing water, to afford N-monosubstituted {}-amino ketone 
sulfonates of formula II, wherein Rl. R2 and R3 are as defined above, and b) 
asym. hydrogenating said sulfonates in the presence of a base and a catalyst, 
eonqjrising a transition metal and a diphosphine ligand, in a polar solvent, 
optionally in the presence of water. 



SUPPL. TERM: 
INDEX TERM: 



INDEX TERM: 
sulfonate 

INDEX TERM: 



amino ale sulfonate asym prepn; methyl ketone amine 
formaldehyde sulfonic acid 
Ketones, preparation 

ROLE: SPN (Synthetic preparation); PREP (Preparation) 

(amino; preparation of enantiomerically pure sulfonate salts 
of substituted amino ales, and amino ketones by reacting 
Me ketones, primary amine, formaldehyde and sulfonic 
acids) 

Alcohols, preparation 

ROLE: SPN (Synthetic preparation); PREP (Preparation) 
(chiral. amino; preparation of enantiomerically pure 

salts of substituted amino ales, and amino ketones by 
reacting Me ketones, primary amine, formaldehyde and 
sulfonic acids) 
Amines, preparation 

ROLE: SPN (Synthetic preparation); PREP (Preparation) 



(keto; preparation of enantiomerically pure sulfonati 



INDEX TERM: 



INDEX TERM: 



INDEX TERM: 



enantiomerically 



INDEX TERM: 



INDEX TERM: 



INDEX TERM: 



substituted amino ales, and amino ketones by reacting Me 
ketones, primary amine, formaldehyde and sulfonic acids) 

Asynmetric synthesis and induction 

(preparation of enantiomerically pure sulfonate salts of 
substituted amino ales, and amino ketones by reacting Me 
ketones, primary amine, formaldehyde and sulfonic acids) 

Hydrogens t ion 

Hydrogenation catalysts 

(stereoselective; preparation of enantiomerically pure 
sulfonate salts of substituted amino ales, and amino 
ketones by reacting Me ketones, primary amine, 
formaldehyde and sulfonic acids) 

752258-19-8, (R, R, S, S) -TangPhos 

ROLE: CAT (Catalyst use); USES (Uses) 

( (R,R, S, S) -TangPhos, catalyst; preparation of 

pure sulfonate salts of substituted amino ales, and amino 
ketones by reacting Me ketones, primary amine, 
formaldehyde and sulfonic acids) 

486429-94-1, (S) -C4-TunePhos 

ROLE: CAT (Catalyst use); USES (Uses) 

((S)-C4-TunaPhos, catalyst; preparation of enantiomerically 
pure sulfonate aalts of substituted amino ales, and amino 
ketones by reacting Me ketones, primary amine, 
formaldehyde and sulfonic acids) 

136735-95-0, (S.S) -Methyl -DuPHOS 

ROLE: CAT (Catalyst use); USES (Uses) 

( (S.S) -Me-DuPhoB, catalyst; preparation of ' 
pure sulfonate salts of substituted amino ales, 
ketones by reacting Me ketones, primary amine, 
formaldehyde and sulfonic acids) 

7440-16-6, Rhodium, uses 7440-18-8, Ruthenium, uses 

133545-16-1 133545-17-2, (S) -MeO-BiPhep 248244-33-9 

526814-36-8 

ROLE: CAT (Catalyst use); USES (Uses) 

(catalyst; preparation of enantiomerically pure sulfonate 
salts of substituted amino ales, and amino ketones by 
reactii^ Mo ketones, primary amine, formaldehyde and 
sulfonic acids) 
863094-23-9P 863094-27-3P 906812-48-4P 906813-49-SP 
906813-50-8P 9068I2-S1-9P 906813-S2-0P 906812-S3-1P 
9D6812-54-2P 906812-55-3P 906812-56-4? 906812-S7-5P 
ROLE: SPN (Synthetic preparation); PREP (Preparation) 

(product; preparation of enantiomerically pure sulfonate 

of substituted smino ales, and amino ketones by reacting 
Me ketones, primary amine, formaldehyde and sulfonic 
acids) 

50-00-0. Formaldehyde, reactions 88-15-3. 
2 -Acetyl thiophene 104-1S-4, p-Toluenesulfonic acid, 
reactions 110*88*3, l,3,S-Trioxane, readtiona 3144-16-9. 
(«)-Camphor-10-sulConic acid 30525-89-4, Paraformaldehyde 
116539-55-0 1I6S39-57-2 306872-28-8, Methylaannnium 
methanesulfonate 645411-16-1, 3- (Methylamino) -1- (2- 
thienyl)propan-l-one hydrochloride 863094-39-7 
863094-46-6 

ROLE: RCT (Reactant) ; RACT (Reactant or reagent) 

(stsrting mstarlal; preparation of enantiomerically pure 



ntiomerically 
and amino 



sulfonate salts of substituted amino alca. and amino 
ketones by reacting Me ketones, primary amine, 
formaldehyde and sulfonic acids) 
REFERENCE COUNT: 6 THERE ARE 6 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. 

REFERENCE(S) : (1) Eli Lilly; BP 0457559 A 1991 CAPLUS 

(2) Fujisawa Pharmaceutical; JP 05070412 A 1993 CAPLUS 

(3) Lonza,- WO 2004005239 A 2004 CAPLUS 

(4) Mannieh, C; BERICHTB DER DEUTSCHEN CHEMISCHEN 
GESELLSCHAFT 1922, V55, P3S6 

(5) Sakuraba, S; CHEMICAL AND PHARMACEUTICAL BULLETIN 1995, 
V43(5). P74e CAPLUS 

(6) Wilkeraon, W; US 4948813 A 1990 CAPLUS 



A: CN 1 



HO-S- CHj 



YIELD io% 



RCT A 206872-28-8. B 88-15-3, C 50-00-0 



STAGE ( 1 ) 

SOL 64-17-5 BtOH 

CON 3 hours, 120 deg C, 4.5 bar 

STAGE (2) 

SOL 64-17-5 EtOH, 141-78-6 AcOBt 
CON 30 minutes, 35 deg C 

PRO D 906813-48-4 

NTE paraformaldehyde used, autoclave used, analogs prepd. similarly, 
thermal 



3 



4 
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IUC(2} OF 6 B«G*C«H »-> I 



HOjS 
H I 



HOsS^ 



RCT B 8B-15-3, J 104-15-4, C 50-00-0. H 74-89-5 

STAGE (1) 

SOL 64-17-S EtOH 

CON 4 hour*. 120 dag C 

STAGS (2) 

SOL 64-17-5 EtOH, 141-78-6 AcOBt 
CON 30 minutaa. 25 dag C 

PRO K 863094-23-9 

NTS paraCorrmldahyde uaad, aucoclave uaad, thazmal 



RCT B 88-15-3, G 3144-16-9, C 50-00-0, M 74-89-5 

STAGE (1) 

SOL €4-17-5 EtOH 

CON 4 houro, 120 deg C, 4.5 - 4.8 bar 
STAGE (2) 

SOL 64-17-5 EtOH, 141-78-6 AcOEt 
CON 30 minucea, 25 deg C 

PRO I 906812-SO-e 

NTE parAformaldehyde used, autoclave uaed, tharmal 



H2C=0 H3C^ 



Or' 



• hci 



RCT L 645411-16-1 

STAGE (1) 

ROT H 1310-73-2 HaOH 

SOL 7733-1B-5 Watar, 1634-04-4 t-BuOMa 
CON StJBSTAGBd) 15 rninutaa, 5 deg C 
SUBSTAGB(3) 10 minutas, S deg C 

STAGE (2] 

RCT J 104-15-4 
SOL 67-56-1 MeOH 

CON SUBSTAGBd) 15 minutes, S deg C 



SUBSTAGE(2) 30 Riinutea, 25 deg C 



PRO K. 863094-33-9 

NTB analoga prepd. aimilarly 



RX(5) OP 6 0 — > R 




RCT 0 116539-55-0 

STAGE (1) 

RGT S 584-08-7 K2C03 

CAT S28B14-26-8 1 , 1 • -Bi - IH-isophoephindola. 

2 . 2 ' -bia ( 1 , 1 -dimethylethyl ) -2 , 2 • . 3 , 3 ' - tatrahydro- , 

tlR,l'R.2S.2'S) - 
SOL 7732-18-5 Water. 67-56-1 MeOH 
CON room tanparature 

STAGE (2) 

ROT T 1333-74-0 H2 

CON 31 houra, 40 dag C. 10 bar 

PRO R 906812-56-4 

NTE analoga prepd. aimilarly, autoclave uaad, high praasura, 
ataraoaalactiva 



O V 




H03S^ 



¥|b£S Is. 



RCT 0 116539-55-0, G 3144-16-9 

STAGE (1) 

SOL 64-17-5 EtOH, 141-76-6 AcOEt 
CON SUBSTAGEd) 40 minutes, 30 deg C 
SUBSTAGB(2) 15 mlnutaa, SO deg C 

STAGE (2) 

SOL 141-78-6 AcOSt 

CON SUBSTAGBd) 15 minutea, reflux 

StfflSTAGB(2) 30 minutea, reflux -> 35 deg C 

PRO V 906812-57-5 
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143:248273 CASREACT Full -text 

Preparation of enantiotnerieally pure l-aubatitutad- 

3-ajalno alcohol* 

Michwl, Oominiquv 

Lonza A. -0. , Switz . 

Bur. Pat. Appl., 14 pp. 

CODBN: BPXXDW 

Patent 

Engl i ah 

C07O333-20 

C07D333-23; C07C213-00: C07B0S3-OO 

27-8 (Heterocyclic Corapounda (One Hatero Atom)) 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



BP 1566383 

R: AT. BE. 
IB, SI. 

AU 2005315906 

CA 3556891 

WO 2005080370 
H: AE. AG, 
CN. CO. 
GB, GH, 
LK, LR. 
NO, NZ, 
TJ. TM, 



Al 20050824 
CH. OS, OK, ES, FR, 
LT. LV. PI. RO. MK. 
Al 30050901 
Al 20050901 
Al 30050901 
AL. AM, AT, AU. AZ. 
CR. CU, CZ, DB, OK. 
GM, HR. HU, ID, IL. 
LS, LT, LU, LV, MA, 
OM. PO. PH, PL, PT. 
TN, TR, TT, T2, UA, 



BP 2004-3809 
GB. GR, IT, LI, LU, 
CY. AL, TR, BO, CZ, 
AU 2005-215906 
CA 3005-3556891 
WO 2005-BP1781 
BA. BB, BO, BR, BW, 
DM, DZ, EC, EE, EG. 
IN, IS, JP. KB, m. 
MD, MG, MK, MN, MW, 
RO, RU, SC, 5D, SB, 
UO, US, UZ, VC, VN, 



20040319 
NL, SB, MC, PT. 
EE. HU, SK 

30050221 

30050221 

30050321 
BY. BZ, CA, CH. 
ES, FI. GB, GO, 
KP, KR, KZ, LC, 
MX, MZ. NA. NI. 
SO, SK. SL, SY, 
YU, ZA, ZM, ZW 



7 
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RN: BW, GH, GM, KS, LS, HW, MZ, NA, SD, SL, SZ, TZ, U8, ZM, ZW. AM, 

AZ, BY, KG, KZ. MD. RU, TJ. TM, AT, BB, BG, CH. CY. CZ, DS, DK, 

EE, ES, FI, FR, GB, GR, HU, IE, 15, IT, LT, LU, KC, NL, PL, PT, 

RO, SS, SI, SK, TR, BF, BJ, CF, CG. CI. CM, GA, GN, GO. GW. ML, 

MR, NE, SN, TD, TO 

BP 1730852 Al 20061115 BP 2O05-71543S 20050231 

R: AT, BE, BG, CH, CY. CZ. DE. DK, BE, ES, FI. FR. GB, GR, HU, IB, 

IS, IT, LI. LT, LU, MC. NL, PL. PT. RO, SB, SI. SK, TR 



CN 193216S 
NO 2006004017 
PRIORITY APPLN. INFO. : 



30070228 CN 2005-80005452 20050231 

20060915 HO 2006-4017 20060906 

BP 3004-3B09 20040219 
BP 2004-10043 30040428 
WO 2005-BP1781 30050231 



OTMBR SOURCB(Sh NARPAT 143:348373 

ABSTRACT: 

Provided is a process for the prepar«cion of enantiomerieally pure 

1- Bubstitut«d-3-amino ales. <R)- or (S) -HOCH (Rl ) CH2CH2NHR2 (Rl - 2-thienyl, 

2- £uranyl, Ph. aubacicuced 2>chienyl, aubstituced 2-furanyl, aubacicuced Ph; R3 
• Cl-C4-«lkyl, Ph, subaticuted Cl-C4-alkyl, aubacicuced Ph) , particularly 
(S)-(-)- and (R) - (♦) -3-N-methylamino-l- (2-chienyl) -1-propanol, by aaym. 
hydrogenating aalca of R1COCH2CH2NHR2 ueing Rh and an aaym. ligand. 



SUPPL. TERM: 
INDEX TERM: 



INDEX TERM: 



INDEX TERN: 



INDEX TERM: 



INDEX TERM: 



INDEX TERM: 



INDEX TERM: 



INDEX TERM: 



ale antino aaym prepn rhodium chiral ligand hydrogenation; 
hydrogenation asym amino kecona amino ale prepn 
Alcohols, preparation 

ROLE: IMF (Industrial manufacture); 5PN (Synthetic 
preparation); PREP (Preparation! 

(amino; asym. synthesis of 1-substituted -3-amino ales. 

via hydrogenation of amino ketones) 
Ketonea, reactiona 

ROLE: RCT (Reaccant): RACT (Reaccant or reagent) 

(amino; aaym. ayncheaia of 1 -aubacituted -3-ainino ales. 

via hydrogenation of amino ketones) 
Asyninatrie synthesis and induction 

(aaym. synthesis of 1-substituted -3-amino ales, via 

hydrogenation of amino ketones) 
Amines, reactiona 

R0L8: RCT (Raactant); PACT (Reactant or reagent) 

(kaco; aaym. ayncheaia of l-aubstituted -3-amino alca. 
via hydrogenation of amino keconea) 

Hydrogenacion 

(stereoselective; asym. aynthesis of 1 -subacitutsd 
-3-amino alca. via hydrogenation of amino ketones) 

116S39-55-0P, (S) • (-) -3- (N-HethyUmino) -1- (2 -thienyl } -1 - 

propanol 116S39-57-2P 863094-39-7P B63094-46-6P 

ROLE: IMF (Industrial manufacture); SPN (Synthetic 

preparation) ; PREP (Preparation) 

(asym. aynthoaia of l-aubstituted -3-«mino ales, via 
hydrogenacion of amino ketones) 

B6-1S-3, 2 -Acetyl thiophene 

ROLE: RCT (Reactant); RACT (Reactant or reagent) 

{asym. ayncheaia of 1-subatituted -3-amino ales, via 
hydrogenation of amino ketonea) 

5696B7-76-9P 64S411-16-IP, 3- (N-Methylamino) -1- (3 -thienyl) - 

l-propanone hydrochloride 863094- 06 -8P 863094- IS- 9P 

863094-33-9P 863094-31-9P 

ROLE: RCT (Reactant); SPN (Synthetic preparation) ; PREP 
(Preparation) ; RACT (Reactant or reagent) 

(asym. synthesis of l-aubstituted -3-amino ales, via 

hydrogenation o£ amino ketonea) 



INDEX TERM: 



REFERENCE COUNT: 
RBFBRENCB(S) : 



133545*16-1 133545-17-3 136735-95-0 348344-33-9 
486439-94-1 75335B-19-6 

ROLE: RGT (Reagent); RACT (Reactant or reagent) 

(asym. synthesis of 1-substituted -3-amino ales, via 
hydrogenation of amino ketones) 

116539-S6-1P B63094-12-6P 863094-19-3P B63094-37-3P 

863094-35-3P 

ROLE: SPN (Synthetic preparation); PREP (Preparation) 
(aaym. ayncheaia of l-aubaCituted -S-amino ales, via 
hydrogenation of amino ketones) 

10 THERE ARB 10 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. 

(1) Becker, H; WISSENSCHAPTLICHB ZBITSCHRIPT OSR TECHHISCHEN 

KOCHSCHULE FUR CHEMIE 1969, Vll(l], P38 
(3) Fujisawa Pharm Co Ltd; JP OS070413 A 1993 CAPLUS 

(3) Jua. A; WO 03070720 A 2003 CAPLUS 

(4) Lilly Co Eli; EP 0457559 A 1991 CAPLUS 

(5) Lonza Ag; WO 3004005239 A 2004 CAPLUS 

(6) Lonza Ag; WO 2004005307 A 2004 CAPLUS 

(7) Michael. R; US 6D0S412 A 1999 CAPLUS 

(6) Robertson, D; JOURNAL OF MEDICINAL CHEMISTRY 1988, P1412 
CAPLUS 

(9) Sakai, K; TETRAHEDRON: ASYMMETRY 2003, V14(13). P1631 
CAPLUS 

(10) Sakuraba, S; CHEMICAL AND PHARMACEUTICAL BULLETIN 1995, 
V43(S), P74e CAPLUS 



RX(1) OF 31 A * B * C — > D. .. 



• HCl 



O 

• hci 

YIELD 71% 



RCT A 88-15-3, B 50-00-0, C 593-51-1 
PRO D 645411-16-1 
SOL 64-17-5 EtOH 

CON SUBSTAGB(l) 9 hours, 120 - 130 deg C 

SU6STAGB{2) 130 deg C -> 20 deg C 
NTE paraformaldehyde used, autoclave used 



RX(2) OP 31 . . .D —> F 



• HCl 



O^ 



10/520362 



STAGE (2) 

SOL 67-S6-1 MeOH 
cam SUBSTAGB(l) r< 
5UBSTAGE(2) r< 



I tenperatura 
I tenperature 



> 50 deg C 



STAGE (3) 

RGT L 1333-74-0 H2 

CON SUBSTAGEd) 50 deg C, 30 bar 

SUB5TAGB(2) 5 houra, 50 deg C 

SU6STAGE<3) 50 deg C -> room temperature 

PRO K 116539-55-0 

NTS [Rh ((S.S) -Me -Duphos))BF4 used as catalyst stage 3, 

stereoselective, autoclave used, high pressure in last stage, ee 
- 97%, optimized on catalyst 



RCT D 645411-16-1 

STAGB(l) 

RGT G 1310-73-3 HaOK 

SOL 7732-18-5 Hater, 64-17-5 EtCH 

CON 5 minutes, 4 deg C 

STAGE (3) 

RGT H 16940-66-3 NaBK4 
CON SUBSTAGEd ) 30 minutes, 4 deg C 
SUBSTAGS(3) 4 hours, 4 deg C 

STAGS (3) 

RGT I 67-64-1 Ma3C0 
CON SUBSTAGEd) 5 minutes 
SUBSTAGE(2) 10 minutes 

PRO F 116539-56-1 

NTE incremental addition of sodium borohydride in second stage 



RX{4) OF 31 



...N «» K 




RX(3) OF 31 



iy^ — 



RCT N 569687-76-9 

ROT O 1310-73-3 NaOH 

PRO K 116539-55-0 

SOL 7733-1B-5 Water. 75-09-2 CH2C12 

CON SUBSTAGEd) room temperature 

SUBSTA0B(3) 15 minutes, room tenperature 

NTE Incxraental addition of reaetant 



RCT 0 645411-16-1 

STAtlEd) 

RGT G 1310-73-3 NaOl 
SOL 67-56 -1 MaOK 
CON room temperature 



RX(5) OF 31 



11 



12 
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^*s_^'i- CH2- CHa-MHMe 



H C02H 



H C02H 

o^S^°S o 



RCT D 645411-16-1 

STAGE (1) 

RGT G 1310-73-2 NaOH 

SOL 7732-18-5 Water, 1634-04-4 t-BuOMo 
con SUBSTAGB(l) room ten^erature -> 0 deg C 
SUBSTAGB(2) IS mlnutea, 0 deg C 
SUBSTAGEO) 10 minucea, 0 deg C 

STAGE (2) 

RCT P 18467-77-1 

SOL 1634-04-4 t-BuWe 

CON roora tenperacure 

PRO 0 863094-06-8 
NTE scalable 



RCT Q 863094-06-B 

STAGE(l) 

SOL 67-56-1 MeOH 

CON SUBSTAGE(l) room cenoperacure 

SUBSTAGB(2) room temperature 

SUBSTAGBO) room tenperature •> 50 deg C 

STAGE (2) 

RGT L 1333-74-0 H2 

CON SUBSTAGE(l) 50 deg C. 30 bar 
SUBSTAGE(2) 5 houra, 50 deg C 
SUBSTAGE(3) 50 deg C -> room temperature 

PRO N 569687-76-9 

NTS (Rh( (R,R,S.S) -tangphos) (norbomadien«)]BF4 uaed as catalyst 

stage 1, stereoselective, high preaaure in last stage, autoclave 
used, ee ■ 95%, conversion is 100% 



RX(7) OP 31 ...D ♦ S — > T 



OH O 
DH 



RX(6) OF 31 



H CO2H 



OH O 



SOL 7733-18-5 Hater, 1634-04-4 t-BuOMe 
CON SUBSTAGE(l) room tenperature -> 10 deg C 
SUBSTAGE(2) 5 - 10 deg C 
SUB5TAGB(3) 15 minutes. 5-10 deg C 

STAGE (2) 

RCT S 526-98-7 

SOL 1634-04-4 t-BuOMe 

CON 15 minutes. <10 deg C 

PRO T 863094-12-6 



RCT D 645411-16-1 



STAGE (1) 

RGT G 1310-73-3 HaOH 



RX(8) OF 31 



.D ♦ U -— > V... 



• hci 



cr 



or' 



RCT V 863094-15-9 



Vi CM 3 



CHa—CH]— KHMa 



RCT 0 645411-16-1 

STAGE (1) 

RGT 0 1310-73-2 NaOH 

SOL 7732-18-5 Hater. 1634-04-4 t-BuOMe 
CON 5UBSTAGB<1) room temperature -> 10 deg C 
SUBSTAGS(3) 5 - 10 deg C 
5UBSTAGE(3) 15 minutes, 5-10 deg C 

STAGE (2) 

RCT U 65-BS-O 

SOL 1634-04-4 t-BuOMe 

CON IS minutes, clO deg C 

PRO V S63094-1S-9 



STAGE (1) 

CAT 205064-10-4 Rhodium(l«]. [ {1. 2, 5, 6-r|) -1 . 5- 

cyclooctadisne) ( (2S, 3'S, 5S, 5'S) -1, 1* - (1 . 2-phenylene)bi8 (3 , 5- 
dimethylphospholane-KP} } -, tetraf luoroborate(l-) 

SOL 67-S6-1 MeOH 

CON SUBSTAGE(l) room tenperature 

SUBSTAGE(2) room temperature -> SO deg C 

STAGB(2} 

RGT L 1333-74-0 H2 

CON SUBSTAGB(l) 50 deg C, 30 bar 

SUBSTAGE(2} 5 hours, SO deg C 

SUBSTAGE(3> 50 deg C -> room tenperature 



H 663094-19-3 

stereoselective, high pressure in last stage, 
- 96.7%, conversion is 99% 



autoclave uaed. 



RX(IO) OP 31 ...D * Y — > 2.. 



• hci 



RX(9) OF 31 



15 



16 



_ Ml 



>CH3— CH2— NRK* 



RCT 0 645411-16-1 

STAGE(l) 

RGT G 1310-73-2 NaOH 

SOL 7732-18-5 Water, 1634-04-4 t-BuOMe 
CON SUBSTAGEd) room ten^sratura -> 10 dog C 
SUBSTAGE(2) 5 • 10 deg C 
SUBSTAGB(3) IS minutea. 5-10 dag C 

STAGS {2} 

RCT Y 104^15-4 

SOL 1634-04-4 t>BuOMa 

CON 15 minucaa, <10 dag C 

PRO Z 863094-23-9 



10/520362 



STAGE (2) 

RGT L 1333<74-0 H2 

COM SUBSTAGEd) 50 dag C, 30 bar 

SUBSTACB(2) 5 houra. 50 dag C 

SUBSTAGB(3) 50 dag C -> room tanparatura 

PRO AA 863094-27-3 

NTE ataraoaalactiva, high praaaura in last acaga/ autoclava uaad, aa 
- 901, convaraion ia 5% 



RX(12| OF 31 . . -D ♦ 



H02C-. (CH2>10-Ke 



RX(ll) OP 31 



.Z — > AA 



BOjC- (CH2}10- 
ACi CM 1 



AC> CM 3 



'^-CH3-CH2>-NHNa 



RCT O 645411-16-1 



HOjS' 
AA: CM 1 



RCT Z 863094-23-9 
STAGE ( 1 ) 

CAT 205064-10-4 Rhodiurad*). [ (1, 2, 5, 6-Ti) -1, 5- 

cyclooctadienel | (2S,2 'S, 5S, 5 'S> -1. 1 ' - d. 2-phenylene)biB [2,5- 
ditnechylphospholane-icP] ] -, tetraf luoroborate(l-) 

SOL 67-56-1 MeOH 

CON SUBSTAGEd) room tenperature 

5UBSTAGE{2) room ceofieracure -> 50 deg C 



STAGE ( 1 ) 
RGT 
SOL 
CON 



1310-73-2 NaOH 
7732-18-5 Water, 1634-04-4 t-BuOMe 
SUBSTAGEd) room cen^eracure -> 10 deg C 
SUBSTAGE(2) 5 - 10 deg C 
SUBSTAGEd) 15 minutea, 5 - 10 deg C 



STAGE (2) 

RCT AB 143-07-7 
SOL 1634-04-4 t-BuOMe 
CON 5UBSTAGE{1) IS minutea, 
SUB5TAGE(2) 1 hour 

PRO AC 863094-31-9 



RXC13) OP 31 



I(V520362 



10/520362 



RO3C. (CR3)10-Ha 
AC; CM 1 



HO2C- (CH3) lO-He 
AD: CM 1 



REACTION SEARQI 

FILE -CASREACT" ENTERED AT 15:29:11 ON 03 APR 2007 
USE IS SUBJECT TO THE TERMS OF YOUR CUSTOMER AGREEMENT 
COPYRIGHT (C) 2007 AMERICAN CHEMICAL SOCIETY (ACS) 

Copyright of the articles to which recorda in thia database reSer ia 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abatracta after Decetnber 
26, 1996), unless otherwise indicated in the original publications. 

FILE CONTENT: 1840 - 1 Apr 20O7 VOL 146 ISS IS 

New CAS Information Uaa Policiea, enter HELP USAGETBRM5 for dataila. 



CASREACT now hae mora than 12 million raaetiona 



RCT AC 863094-31-9 

STAGE ( 1 ) 

SOL 67-56-1 MeOH 

CON SUBSTAGEd) room temperature 

SUBSTAGE(2) room tenperatura -> 50 deg C 

STAGE (3) 

RGT L 1333-74-0 H2 

CON SUBSTAGEd) 50 deg C. 30 bar 
SUBSTAGB(2} 5 hours, SO deg C 
SUBSTAGEd) 50 deg C -> room tenfierature 

PRO AD 863094-35-3 

NTS stereoselective, high pressure in laat stage, autoclave us4 
- 93.6%, conversion ia 1001 



Some CASREACT records are derived from the ZIC/VINITI database (1974-1999) 
provided by InfoCham, IHPI data prior to 1986, and Biotransformations 
database compiled under the direction of Profesaor Dr. Klaus Kiealich. 

This file contains CAS Ragiatry Nun^era for easy and accurate substance 
identification. 



-> d Stat qua 127 

LIS STI 



.*2V-2^ 



VAR Gl-19/20/23/13 
REP G2-(0-2) CK2 
NODE ATTRIBUTES: 
NSPBC IS RC AT 5 

NSPEC IS RC AT II 

CONNECT IS El RC AT I 
IS El RC AT 9 
IS Bl RC AT 19 
2S Bl RC AT 22 
DEFAULT MLSVEL IS ATOM 
OGCAT IS LOG SAT AT 9 
DEFAULT BCLEVBL IS LIMITED 



GRAPH ATTRIBUTES: 
RING(S) ARE ISOLATED OR 
NUMBER OP NODES IS 25 
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STEREO ATTRIBVtTBS: NONE 



••••NAPPINOS* 

NOD SYM ROl 
5 C 
11 C 
L19 
L24 



ROL HOD 5YM ROL 
PRO 11 C RRT 
RRT S C PRO 

150 SEA FILE-CASREACT SSS FUL LIS ( 
STR 



722 REACTIONS) 



0—1: — M 



RRT 



PRO, 



CH2- 



CH2-CH2-MH-C 



VAR Gl-19/20/23/13 
NODE ATTRIBUTES: 
NSPEC IS RC AT 5 

HSPEC IS RC AT i: 
CONNECT IS 51 RC AT 19 
CONNECT IS El RC AT 22 
DEFAULT KLEVEL IS ATOM 
NLBVBL IS CLASS AT 1 
DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 

RING(S) ARB ISOLATED OR EMBEDDED 

NUMBER OF NODES IS 25 

STEREO ATTRIBUTES: NONE 



•••*MAPPINOB»*»* 
NOD SYN ROL HOD SYM ROL 

S C PRO 11 C RRT 

11 C RRT S C PRO 

L27 8 SEA FILE-CASRBACT SUB-L19 SSS FUL L24 ( 



26 REACTIONS) 



100. 0% DONE 
SEARCH TIME: 



219 VERIFIED 
00.00.03 



26 HIT RXNS 



-> d lall 127 l-Bi fil horn 
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ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 

SOURCE: 

DOCUMENT TYPE: 
LANCUA6E : 



146: €2451 CASREACT Full -text 

Method for synthsais of 3-methyl«mino-l-phenylpropanol 
Yang, Guoming; Huang. Shengjian; Chen, Xia 
Shangyu Zhonglce Baiyun Fine Chemical Research Center 
Co., Ltd., Peop. Rep. China 

Faming Zhuanli Shenqing Gongkai Shuomingshu, 10 pp. 

CODEN: CNXXEV 

Patent 

Chinese 



CLASSIFICATION: 



FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



25-7 (Benzene, Ita Derlvativea, end Condensed 
Bensenoid CoR(>ounda) 



PATENT HO. 



KIND DATE 



APPLICATION HO. DATE 



30061122 



CN 2006-10052037 20060619 
CN 2006-10052037 20060619 



CN 1B65226 
PRIORITY APPLN. INFO. : 
ABSTRACT: 

The title method conipriaea the acepa: (I) diaaolving hypnone, paraf onnaldehyde 
and monoinethyl amine hydrochloride in ale. in an autoclave kettle, heating to 
60-100*, concentrating the aolution after the reaction, cooling and crystallizing 
to 

obtain 3-iMthylamino-l-phenylpropanone hydrochloride: (2) reducing in the 
Bolven£ with the catalyat to obtain 3-nMthylainino-l-phenylpropanol 
hydrochloride solution; (3) adjuating pH to 9-14 with a base aolution, extracting, 
recycling the solvent and recrystg. with cyclohexane to obtain 
3-mathylamino-l-phenylpropanol . In step 2, the catalyst is Raney-Ni, the 
hydrogen pressure • 0.3-1.5 MPa, ternperature 25-80». The method has the 
advantages of high product yield and quality, low cost and less wastes. 

SUPPL. TERM: methylaminophenylpropanol prepn hypnone paraformaldehyde 

roonomethylamine hydrochloride catalytic hydrogenation 
INDEX TERM: Hydrogenation 

(synthesis of methylaminophenylpropanol from hypnone, 
parafonnaldehyde and monomethyl amine hydrochloride via 
catalytic hydrogenation) 
INDEX TERM: 7440-02-0, Raney -Nickel , uses 

ROLE: CAT (Catalyst use); USES (Uses) 

(catalysts; synthesis of methylaminophenylpropanol from 
hypnone, paraformaldehyde and monomethylamine 
hydrochloride via catalytic hydrogenation) 
64-17-S, Bthanol, uses 67-56-1, Methanol, uaea 67-63-0. 
Isopropanol, usee 110-S2-7, Cyclohexane, uaea 
ROLE: NUU (Other use, unclassified); USES (Uses) 

(synthesis of methylaminophenylpropanol from hypnone, 
paraformaldehyde and monomethylamine hydrochloride via 
catalytic hydrogenation) 
98-86-2. Hypnone. reactions 593-51-1. Methylamine 
hydrochloride 30525-89-4. Paraformaldehyde 
ROLE: RCT (Reactant); RACT (Reactant or reagent) 

(synthesis of methylaminophenylpropanol from hypnone, 
paraformaldehyde and monomethylamine hydrochloride via 
catalytic hydrogenation) 
253B-S0-3P 

ROLE: RCT (Reactant); SPN (Synthetic preparation): PREP 
(Preparation) : RACT (Reactant or reagent) 

(synthesis of methylaminophenylpropanol from hypnone, 
paraformaldehyde and monomethylamine hydrochloride via 
catalytic hydrogenation) 
42142-S2-9P, 3-Methylamino-l-phenylpropanol 
ROLE: SPN (Synthetic preparation); PREP (Preparation) 
(synthesis of methylaminophenylpropanol from hypnone, 
parafonnaldehyde and monomethylamine hydrochloride via 
catalytic hydrogenation) 



INDEX TERM: 



INDEX TERM: 



INDEX TERM: 



RX(1) OF 3 



YIELD 70% 



RCT A 2538-50-3 

STAGE ( I ) 

RGT C 1333-74-0 H2 
CAT 7440-02-0 Ni 
SOL 7732-18-5 Hater 
CON 70 deg C, 1 HPa 

STAGE (2) 

RGT D 1310-73-2 NaOH 
SOL 7732-18-5 Water 
CON pH 11 

PRO B 42142-52-9 

NTE Raney Nickel used, optimisation study, optimized on pH, 
stoichionetry, preaaure, tanperature 



• hci 



• HCI 



G 98-86-2, H S93-S1-1, I 50-00-0 

A 2538-50-3 
64-17-5 EtOH 
90 dog C 

Mannich reaction, optimization study, optimized on 
stoichionetry, ten^ierature. paraformaldehyde used 
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ACCESSION NUMBER: 
TITLE: 



AUTHOR (S) : 
CORPORATE SOURCE: 



142:481782 CASREACT Pull -text 

Practical synthesis of enantiopure y-amino 

alcohols by rhodium-catalyzed asymmetric hydrogenation • 

of p-seeondary-araino ketones 

Liu, Ouan; Gao, Wenzhong; Wang, Chunjiang; Zhang, Xumu 
Department of Chemistry, The Pennsylvania State 
Unlveraity, Univeraity Park, PA, 16802, USA 



10/520362 

SOURCE: Angewandte Chemie, International Edition (200S), 

44(11), 1687-1689 

CODEN: ACIEF5; ISSN: 1433-7851 
PUBLISHER: Hiley-VCH Verlag GmbH i Co. KGaA 

DOCUMENT TYPE: Journal 
LAHGUAGE: English 

CLASSIFICATION: 25-7 (Benzene, Its Derivatives, and Condenaed 

Benzenoid Compounds) 

Section cross-reference (s) : 27 

ABSTRACT : 

Several [l-secondary amino ketone hydrochlorides were hydrogenated with 
remarkably high enantioselectivities by using a rhodium coiiplex containing P-chiral 
bisphospholane. These results establish a short and practical means for the 
synthesis of enantiopure N-monosubstituted 7-amino ales. . which are key 
intermediates in the synthesis of important antidepressants. For example, the 
bis(di (methyl) ethyl I tetra (hydro) -1,1' -bi-lH-isophosphindole-rhodium-catalyzed 
stereoselective hydrogenation of 3 - (methylamino) -1-phenyl-l-propanone 
hydrochloride gave (aS) -a- (2- t (methyl) amino] ethyl ] benzenemethanol , 
which is a synthetic precursor for (ys) -N-methyl-y- (4- 
(trif luoromethyDphenoxylbenzenepropanamine [i.e., (S) -fluoxetine) . The 
synthesis of (aS) •[-[ (mechyl) amino] ethyl] thiophenemethanol, a key 
synthetic intermediate for (S) -duloxetine, was also reported. 

SUPPL. TERM: 



INDEX TERM: 



INDEX TERM: 



INDEX TERM: 



enantiopure aminoalkanol rhodium asym hydrogenation 
secondary amino ketone; fluoxetine duloxetine asym synthesis 
hydrogenation amino ketone hydrochloride 
Alcohols, preparation 

ROLE; SPN (Synthetic preparation); PREP (Preparation) 
(aralkyl, u- (aminoalkyl) , chiral; preparation of 
( (methyl) amino) ethyl) arenemethanol by 

tetra (hydro) -1,1' *bi-lH-isophosphindole-rhodium-catalyzed 
stereoselective hydrogenation using 

(aryl) [ (methyl )aminolpropanone hydrochloride as synthetic 
intermediate) 
Alcotiola, preparation 

ROLE: SPN (Synthetic preparation); PREP (Preparation) 
(benzyl, o- (aminoalkyl) . chiral; preparation of 
[ (methyl) amino] ethyl] arenemethanol derive, by 
1,1' -bi -IH-isophosphindole-rhodium-catalyzad 
stereoselective hydrogenation using 

(aryl )( (methyl ) amino] propanone hydrochloride as synthetic 

intermediate) 
Asymmetric synthesis and induction 

(preparation of chiral ( (methyl) amino] ethyl] arenemethanol by 

bia [di (methyl ) ethyl ] tetra ( hydro) - 1 . 1 ' -bi - IH - 

isoptiosphindole-rhodium-catalyzed stereoselective 

hydrogenation using (aryl) ((methyl) amino] propanone 

hydrochloride as synthetic intermediate] 
Asymnatrlc synthesis and induction catalysts 

(preparation of chiral [(methyl) amino] ethyl I arenemethanol by 

tetra (hydro) -1,1' -bi-lH-isophosphindole-rhodium-catalyzod 

stereoselective hydrogenation using 

(aryl) ( (methyl) amino] propanone hydrochloride as synthetic 

intermediate) 
Hydrogenation 
Hydrogenation catalysts 

(stereoselective; preparation of chiral 

[ (methyl )amino] ethyl] arenemethanol by 

bis (di (methyl ) ethyl ] tetra (hydro) - 1 , 1 ' -bi - 1H> 
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INDEX TERM: 



INDEX TERH: 



INDEX TERM: 



INDEX TERM: 



INDEX TERM: 



INDEX TERH: 



iaophosphindole-rhodiura-catalyzed •t*reoael«etiv« 
hydrogenation using (aryl) ( (methyl) amino) propanone 
hydrochloride aa aynthetie intermediate) 
Ketones, preparation 

ROLE: RCT <Reactant) ; SPN (Synthetic preparation); PREP 
(Preparation); RACT (Reactanc or reagent) 

(n-amino, hydrochlorides; preparation of 

[ (methyl) amino] ethyl] arenemet Hanoi a by 

tetrB(hydro) -1,1' -bi-lH-iBophosphindole-rhodiuin*catalyzed 
Btareosalective hydrogenation using <o- (alkyl } amino 
ketone hydrochlorides as synthetic intermediatea ) 
116539-59-4P, (S) -DuloxBtine 

ROLE: SPN (Synthetic preparation) ; PREP (Preparation) 
(preparation of (S) -duloxetine uaing (aS)- 
[{ (methyDamino] ethyl] chiophenemethanol aa synthetic 
intermediate) 

100S68-02>3P. (S) -Fluoxetine 

ROLE: SPH (Synthetic preparation); PREP (Preparation) 
(preparation of (S) -fluoxetine uaing (aS)* 
{ (methyl ) amino] ethyl] benzenemethanol as synthetic 
intermediate) 

H4133-37-8P 

ROLE: RCT (Reactant) ; SPN (Synthetic preparation); PREP 

(Preparation); RACT (Reactant or reagent) 

(preparation of (aS) - [ (methyl ) amino] ethyl] benzenemethano 
1 by biB[di{methyl)ethyl)tetra(hydro)-l,l'-bi-lH- 
i sophoaph i ndol e - r))odiuin-ca ta 1 yzed a tereosel ect ive 
hydrogenation of ( (methyl )araino] (phenyl) -l-propanone 
hydroch I or ide ) 

116539-S5-0P 

ROLE: RCT (Reactant); SPH (Synthetic preparation): PREP 

(Preparation); RACT (Reactant or reagent) 

(preparation of (aS) - [ (methyl ) amino] ethyl) thiophenemetha 
nol by biaEdi(methyl)ethyl)tetra(hydro) -l.l'-bi-lH- 
iaophoaphindole-rhodium-catalyzed stereoselective 
hydrogenation of ( (methyl) amino] (thienyl) -1-propanone 
hydrochloride) 

88-15-3, 1- (2 -Thienyl) ethanone 93-08-3. 

1- (3 -Naphtha lenyDethanone 98-66-2, 1- (Phenyl) ethanone, 

reactions 99-90-1, l-(4-Bron»phenyl)etlianone 100-06-1, 

1- (4 -Methoxyphenyl) ethanone S77-16-2, l-(2- 

Methylphenyl) ethanone 579-74-8, l-(2- 

Hethoxyphenyl) ethanone 593-51-1 3142-63-4, 

1- (3 -Bromophenyl) ethanone 30525-89-4, Paraformaldehyde 

ROLE: RCT (Reactant); RACT (Reactant or reagent) 

(preparation of ((methyDamino] (aryl) -1-propanone 
hydrochloride using paraformaldehyde, (methyl) amine 
hydrochloride and (aryl) ethanone as starting materials) 

3287-99-8 

ROLE: RCT (Reactant); RACT (Reactant or reagent) 

(preparation of ([ (phenyl ) mechyl} amino] (aryl )- 1 -propanone 
hydrochloride using paraformaldehyde, (benzyl) amine 
hydrochloride and (aryl) ettwnone as starting materials) 

3S274-92-1P 

ROLE; RCT (Reactant); SPN (Synthetic preparation); PREP 

(Preparation); RACT (Reactant or reagent) 

(preparation of chiral [ (benzyl) amino] ethyl) arenemethanol by 

bis (di (methyl) ethyl] tetra (hydro) -1,1' -bi-lH- 

i sophosphi ndo 1 e - rhod ium-catalyzed stereoselective 



INDEX TERM: 



INDEX TERM: 



INDEX TERM: 



INDEX TERM: 



hydrogenation using (aryl) ((methyl ) amino] propanone 
hydrochloride as synthetic intermediate) 
aS38-50-3P 24206-63-OP 645411-16-lP 6454I1-21-6P 

85187a-34-7P 85187B-36-9P 85187B-38-1P B51678-40-5P 
ROLE: RCT (Reactant); SPN (Synthetic preparation); PREP 
(Preparation); RACT (Reactant or reagent) 

(preparation of chiral ( (methyl) amino) ethyl] arenemethanol by 
bie(di (methyl) ethyl] tetra (hydro) -1, 1 • -bi-lH- 
iaophosphindole-rhodium-catalyzed stereoselective 
hydrogenation using (aryl) { (methyl) amino] propanone 
hydrochloride as synthetic intermediate) 
116539-S7-2P 8S1878-71-2P BSl87e-74-5P BS1878-76-7P 
85ie7a-78-9P BSl878-8q-3P B51878-82-SP 8S1S78-86-9P 
ROLE: SPN (Synthetic preparation); PREP (Preparation) 

(preparation of chiral ( (methyl) amino] ethyl] arenemethanol by 
bis (di (methyl) ethyl] tetra (hydro) -1,1' -bi-lH- 
isophosphindole- rhodium-catalyzed stereoselective 
hydrogenation using (aryl) [ (methyl) amino] propanone 
hydrochloride aa synthetic intermediate) 
850780-91-5 851936-69-1 
ROLE: CAT (Catalyst use); USES (Usea) 

(preparation of chiral y-amino ale. derive, by 
stereoselective hydrogenation of p- secondary amino 
)cetone derive, using chiral bis [di (methyl) ethyl] tetra (hyd 
ro}-l,l'-bi-lH-isophosphindole-rhodium as catalyst) 
34597-73-4P 

ROLE: RCT (Reactant); SPN (Synthetic preparation) ; PREP 

(Preparation) ; RACT (Reactant or reagent) 

(preparation of y-amino ale. derivative by hydrogenation of 
{ (benzyl) amino] (aryl) -1-propanone hydrochloride derivative) 

851878-69-8P 

ROLE: SPM (Synthetic preparation); PREP (Preparation) 

(preparation of y-amino ale. derivative by hydrogenation of 
[ (benzyl) amino] (aryl) -1-propanone hydrochloride derivative) 

42142-52-9P 693261-99-3P 8S187B-4e-lP 851878-52-9? 

e51878-56-3P 851878-60-9? 

ROLE: RCT (Reactant); SPN (Synthetic preparation); PREP 
(Preparation); RACT (Reactant or reagent) 

(preparation of y-amino ale. derivative by hydrogenation of 
[ (methyl) amino] (aryl) -1-propanone hydrochloride derivative) 
116539-56-lP 851878-48-3? 851878-50-7P 8S1878-54-1P 
85187B-58-SP 851878-62-lP 851878-65-4P 851878-67-6P 
ROLE: SPN (Synthetic preparation); PREP (Preparation) 

(preparation oC y-amino ale. derivative by hydrogenation of 
( (methyl) amino] (aryl) -1-propanone hydrochloride derivative) 



RX(1) OF 74 



A ♦ 8 * C mm-> D. . . 
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NTB paraformaldehyde used 

RX(3) OF 74 A * K * C — > L. . . 



RCT A 593-Sl-l, B 577-16-2, C SO-00-0 

STAGE (1) 

ROT E 7647-01-0 HCl 

SOL 7732-18-5 Water. 64-17-5 EtCm 

CON SUBSTAGE(l) 9 - 30 hours, 110 deg C 

S(JQ5TAGE(2) 110 deg C -> room ten^erature 

STAGE (2) 

SOL 141-7B-6 AeOEt 

CON 4 hours, room temperature 

PRO D 851878-34-7 

NTB paraformaldehyde used 



RX(2) OF 74 
• HCl 



C -»-> J. , 



H3^~0 

C 



Ph-'''^^^--*^JJ' 

• hci 

YIELD 70% 



RCT A 593-51-1, K 2142-63-4. C 50-00-0 

STAGE (1) 

ROT B 7647-01-0 HCl 

SOL 7732-18-5 Mater. 64-17>5 Et(W 

CON SUBSTAGBd) 9 - 20 hours, 110 deg C 

. SUB5TAGB(2) 110 dag C -> room tenperature 

STAGE (2) 

SOL 141-78-6 AcOSt 

CON 4 hours, room temperature 

PRO V 8S1878-36-9 

NTE paraformaldehyde used 



RCT A 593-51-1, I 98-66-2, C SO-00-0 



STAGB(l) 

RCT E 7647-01-0 HCl 

SOL 7732-18-5 Water, 64-17-5 EtOH 

cm SUBSTAGBd ) 9 > 20 hours, 110 deg C 

SUBSTAGB(2) 110 deg C -> room tenperatiire 

STAGS (2) 

SOL 141 •78-6 AeOBt 

CON 4 hours, room tenparature 

PRO J 3538 -SO-3 



RX(4} OF 74 A • H * C ••-> N. . . 

• HCl 



27 
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• hci 



RCT A 593-Sl-l. O 579-74-6. C SO-00-0 

STAGBd} 

ROT B 7647-01-0 HCI 

SOL 7732-18-5 Water, 64-17-5 EtOH 

CON SUBSTAGE<1) 9-20 hours, 110 d«g C 

St;BSTAGE(2) 110 deg C -> room temperature 

STAGE {2} 

SOL 141 -78-6 AcOEC 

CON 4 hours, rcxMii temperature 

PRO P e51B7B-40-S 

NTS paraformaldehyde ueed 



RCT A 593-51-1, M 99-90-1, C 50-00-0 

STAGE (1) 

RGT B 7647-01-0 HCI 

SOL 7732-18-5 Water, 64-17-5 EtOH 

CON SUBSTAGE(l) 9-30 houra, 110 deg C 

SUBSTAGB(2) 110 deg C -> room ceirperature 

STAGE (2) 

SOL 141-78-6 AcOEt 

CON 4 hours, room tenperature 

PRO N 851678-38-1 

NTS paraformaldehyde used 



RX(6) OP 74 A ♦ O ♦ C — > R. . . 



H3C^ 



• hci 



C P.. 



OMe 0 



O 



• hci 



RCT A 593-51-1. O 100-06-1, C 50-00-0 

STAGBd) 

ROT B 7647-01-0 HCI 

SOL 7732-1B-5 Hater, €4-17-5 BtOH 

CON SUBSTAGBd) 9 - 20 houre, 110 deg C 

SUBSTAG6(3) 1X0 deg C -> room ten^erature 

STAGE {3} 

SOL 141-7B-6 AcOEt 

CON 4 hours, room temperature 

PRO R 24206-62-0 

NTB paraformaldehyde uaed 



RX(7) OF 74 A • S ♦ C — > T. . . 

• HCI H2< 
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RCT A 593-51-1, S 93-08-3. C 50-00-0 

STAGE (1) 

RGT E 7647-01-0 HCI 

SOL 7732-18-5 Water. 64-17-5 BtOH 

ecu SUBSTAGBd) 9 - 20 hours, 110 deg C 

SUBSTAGE(2) 110 deg C •> room tenperature 

STAGE (2) 

SOL 141-76-6 AcOEt 

CON 4 hours, room tensperature 

PRO T 645411-21-8 

NTE paraformaldehyde used 



RCT A 593-51-1, U 88-1S-3, C 50-00-0 

STAGBd) 

RCT B 7647-01-0 HCI 

SOL 7732-1B-5 Hater, 64-17-5 BtOH 

CON SUBSTAGBd) 9 - 30 hours, 110 deg C 

SUB5TAGB(2) 110 deg C -> room temperature 

STAGE (2) 

SOL 141-78-6 AcOEt 

CON 4 houra. room tenperature 

PRO V 64S411-16-1 

NTB paraformaldehyde uaed 



RX(9) OF 74 



• hci 



H2C^6 



RX(8) OF 74 

• hci 



u » c — > v.. 



YIELD 701 



RCT I 98-86-2. H 3287-99-B, C 50-00-0 



STAGBd) 

RGT E 7647-01-0 HCI 
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SOL 7733 <ia -5 Water, 64-17-5 EcOH 

CON SUBSTAOSll) 9 - 20 hours, 1X0 dog C 

SUBSTAGB(3} 110 deg C -> room temparacure 

STAGE (3) 

SOL 14I-7B-6 AcOSt 

CON 4 hours, room tenperacur« 

PRO X 35274-92-1 

NTB paraformaldehyde used 



RX(IO) OF 74 . . .D •••> Y. , 



• KCl 



RCT D S51B7B'34-7 



RCT Y 651878-46-1. AD 108-24-7 

PRO AE 851876-48-3 

SOL 75-09-2 CH2CI2 

CON 10 minutes, 0 deg C 



Me 



STAOE(l) 

RGT Z 16940-66-3 NaBH4 

SOL 67-56-1 KeOH 

CON SUBSTAGBd) room temperature 

SU6STAGE(3) 1 hour, room temperature 

STAGE (2) 

RGT AA 12125-02-9 NH4C1 
SOL 7732-18-5 Water 
CON room temperature 

STAGE (3) 

RGT AB 1310-73-3 NaOH 

SOL 7732-ia-S Water 

CON room temperature, basi£y 

PRO Y 651878-46-1 



RX(ll) OF 74 ...y ♦ AD ---> AE 



Me OH 



RCT J 3538-50-3 

STAGB(l) 

RGT Z 16940-66-2 NaBH4 
SOL 67-56-1 MeOH 

CON SUBSTAGE(l) room ceit^erature 

SUBSTAGE(2) 1 hour, room temperature 

STAGB(2) 

RGT AA 12125-02-9 NH4C1 
SOL 7732-1B-5 Hater 
CON room teiiperature 

STAGE (3) 

RGT AB 1310-73-2 NaOH 

SOL 7732-16-5 Water 

CON room ten^erature, baaify 

PRO AG 42143-52-9 



r 



RX(13) OF 74 



AD «»> AH 
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1 



RCT AG 42142-52-9, AD 108-24-7 

PRO AH 851B78-50-7 

SOL 75-09-2 CH2C12 

CON 10 minutes. 0 deg C 



RX(14) OP 74 



.L ■»> AI. 




RX(15) RCT AI 8S1B7B-S2-9, AO 108-24-7 

PRO AJ 651878-54-1 

SOL 75-09-3 CH3C12 

CON 10 minutes. 0 deg C 



RX(16) OP 74 



RCT L 851878-36-9 

STAGSd) 

RGT Z 16940-66-2 NaBK4 
SOL 67-56-1 MeOH 

CON SUBSTAGEd) room tenperature 

SUBSTAGE(3) 1 hour, room temperature 

STAGE (2) 

RGT AA 12125-02-9 NH4C1 
SOL 7732-18-5 Water 
CON roon temperature 

STAGE (3) 

ROT AB 1310-73-2 tIaOH 

SOL 7732-18-5 Water 

CON room tenfwrature, basify 

PRO AI I5167B-52-9 



RX<15) OP 74 



AD — > AJ 



• hci 



RCT N 851878-38-1 

STAGE (1) 

RGT Z 16940-66-2 NaBH4 

SOL «7-S6-l HeOH 

CON SUBSTAGEd) room cesfterature 

SUBSTM3B(2) 1 hour, room tanfierature 

STAGE ( 2 ) 

ROT AA 1312S-02-9 NH4C1 
SOL 7732-18-S Water 
CON room teofierature 

STAGE (3) 

ROT AB 1310-73-2 NaOH 



35 
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SOL 7732 -IB -5 W«C«r 

COM room c«np«raCur«, baaiCy 

PRO AK 851876-56-3 



RX(17) OF 74 ...AK ♦ AD — > AL 




AL 



RX{17} RCT AK 851678-56-3. AD 108-24-7 

PRO AL 851B78-58-5 

SOL 75-09-2 CH2C12 

CON 10 roinutee, 0 deg C 



RX(ie) OF 74 . . .P — > AM. . . 



OMe O 




RX(18) RCT P 851878-40-5 

STAGE { 1 ) 

RGT Z 16940-66-2 NaBH4 

SOL 67-56-1 HeOH 

CON SUBSTAGBd) room temperature 

SUB5TAGE(2) 1 hour, room tenperature 

37 
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RX{20) RCT R 24206-62-0 

STAGE ( 1 ) 

RGT Z 16940-66-2 NaBH4 

SOL 67-56-1 MeOH ' 

CON SUBSTAGEd) room temporature 

SUBSTAGB(2) 1 hour, room taRfMratura 

STAGS (3) 

ROT AA 1212S-03-9 NH4C1 
SOL 7732-18-5 Water 
CON room temperature 

STAGE (3) 

RGT AB 1310-73-2 NaOH 

SOL 7733-16-5 Water 

CON room temporature. baaiCy 

PRO AO 693361-99-3 



RX(21) OP 74 ...AO ♦ AD ---> AP 




AP 



RX{21) RCT AO 693261-99-3, AD 108-24-7 

PRO AP 851878-65-4 

SOL 75-09-2 CH2C12 

CON 10 fflinutoa, 0 dag C 



ftX(23} OP 74 . . .T — > AO 



39 



STAGS (31 

RGT AA 12135>03-9 NH4CI 
SOL 7732-18-S Hater 
CON room temperature 

STAGB(3> 

RGT AB 1310-73-2 NaOH 

SOL 7732-18-5 Water 

CON room temperature, basify 

PRO AM 851878-60-9 



RX{19) OP 74 ...AM ♦ AD — > AN 



OKe OH 




RX{19) RCT AM 851878-60-9, AD 108-34-7 

PRO AN 851878-62-1 

SOL 75-09-2 CHaCl3 

CON 10 minutes, 0 deg C 



RX(20) OF 74 ...R — > AO... 




. y?ELD 90* 



RX(22) RCT T 64S411-21-8 

STAGE (1) 

RGT Z 16940-66-2 NaBH4 

SOL 67-56-1 MeOH 

CON SUBSTAGBU) room temperature 

SUBSTAGB(2) 1 hour, room ten^ierature 

STAGE (2) 

ROT AA 12135-03-9 NK4C1 
SOL 7733-18-5 Water 
CON room tenperature 

STAGE (3) 

RGT AB 1310-73-2 NaOH 

SOL 7732-18-5 Water 

COM room teiiperature, basify 

PRO AO 8S1878-67-6 



RX(33) OF 74 . . .V > AR 
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RCT V 645411-16-1 

STAGE (1) 

RGT Z 16940-66-3 HaBH4 

SOL 67-56-1 Mem 

CON SUBSTAGS(l) room ceinp«rature 

SUBSTAGE(2) 1 hour, room cenperaturs 

STAGE i3) 

RGT AA 12125-02-9 KM4C1 
SOL 7732 -18-S Water 
CON room ten^eracure 

STAGE(3) 

RGT AB 1310-73-3 NaCKl 

SOL 7732-18-5 Mater 

CON room teinperacure. ba«i£y 

PRO AR 116539-56-1 





RX(25> RCT AS 34597-73-4, AD 108-24-7 

PRO AT B5ia7a-69-a 

SOL 75-09-2 CH2C12 

COU 10 minutes, 0 deg C 



RX(26) OP 74 ...O —> AU 



RX(24) OP 74 ...X — > AS.. 



• RCl 



Me O 

(V — 



• HCl 



RCT X 35374-92-1 

STAGE (1) 

RGT Z 16940-66-2 NaBH4 

SOL 67-56-1 MeOH 

CON SUBSTAGE(l) room tenperature 

SUBSTAGB(2) 1 hour, room temperature 

STAGE (2) 

RGT AA 12125-02-9 NH4C1 
SOL 7732-18-5 Water 
CON room temperature 

STAGE (3) 

RGT AB 1310-73-2 NaOH 

SOL 7732-ie-5 Water 

CON room temperature, baeify 

PRO AS 34597-73-4 



RCT 
RGT 
PRO 

CAT 



SOL 
CON 
NTS 



O B5187B-34-7 

AV 5B4-08-7 K2C03, AW 1333-74-0 H2 
AU 851878-71-2 

BS1936-69-1 Rhodiumd*), [ (2, 3, 5. 6-nl -bicycle [2 . 2 . ll hepta- 
2,5-diene) ( {IS, I "S. 2S,2 'S) -2, 2 ' -bia (1, l-dimethylethyl) -2 .2< , 3, 3 • 
tetrahydro-1, 1 ' -bi-lH-isophosphindole-KP3,KP2' I 
(OC-6-11) -hexaf luoroantiaonate(l-) 

67-56-1 MeOH 

12 hours, 50 deg C, 10 bar 

Btareoaelective, optimization atudy (optimized on reagent, 
solvent, pressure) 



RX(27) OF 74 ...J — > AY... 



>K''^ 



• HCl 



RX(25) OF 74 



AD "-> AT 
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RCT 
RGT 
PRO 
CAT 



SOL 
CON 
NTE 



J 253B-50-3 

AV 584-08-7 K3C03. AH 1333-74-D H2 
AY 114133-37-8 

851936-69-1 RhodiumU*), [ (2.3,5, 6-t|) -bicycio [2.2.1] hepta- 
2,5-diene) ( (IS, 1 'S,2S,2 'S) -2. 2 • -bis (1 , l-dimethylethyl) -2, 2 • . 3. 3 • 
tetrahydro-1. 1 ' -bi -lH-isophosphindole-KP2 ,KP2 • 1 
( OC- 6 - 1 1 ) - hexa C luoroantimonate ( 1 - ) 
67-56-1 MeOH 

12 hours, 50 deg C, 10 bar 
stereoselective 



RX(28) OP 74 



...L -■•> AZ 





RCT 
RGT 
PRO 
CAT 



SOL 

con 

HTB 



L 851873-36-9 

AV 584-06-7 K2C03, AW 1333-74-0 H2 
AZ 851878-74-5 

851936-69-1 Rhodium{l«}, [ (2. 3, S.C-n) 'bicycio [2 . 2 . 1] hepta- 
2.5-diene] C (IS. 1 'S, 3S.2 'S) -2,2 ' -bis(l. l-dimethylethyl) -2,2 ' ,3,3 ■ 
tetrahydro-1. 1 • -bi-lH-iBoph08phindole-KP3.KP2 • ] - , 
(OC-6-11 ) -hexafluoroantimonate ( 1 - ) 
67-56-1 MeOH 

12 hours, SO deg C. 10 bar 
atareoseleetive 



RX(29) OF 74 . . .M 




RX(29) RCT N 851878-38-1 

RGT AV 584-08-7 K2C03, AN 1333-74-0 K3 
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PRO 
CAT 



CON 
NTE 



BA 851878-76-7 

BS1936-69-1 Rhodium(l+), [ (2, 3 , 5, 6-^) -bicycio [2 . 2 . 1] hepta- 
2 , 5 -diene] [ ( IS, 1 < S, 2S, 2 ' S) -2 , 2 • -bis ( 1 . 1 -dimethylethyl )-2,2\ 
tetrahydro-1, 1 ' -bi-lH-i8ophosphindole-KP2,icP2 ' 1 - , 
(OC-6-11) -hexafluoroantimonated-} 
67-56-1 MeOH 

12 hours, 50 deg C, 10 bar 
atereosel ect ive 



RX<30) OF 74 . . .P — > BS 



OMe 




YIELD 93% 



RCT 
RGT 
PRO 
CAT 



SOL 
CON 
NTE 



P 851878-40-5 

AV 584-08-7 K2003, AW 1333-74-0 H2 

BB B51878-78-9 

851936-69-1 Rhodium(l*), ( (2 . 3 , 5, 6-ii) -bicycio {2 . 3 . H hepta- 
2,5-dionel (( IS, 1 ' S, 2S, 2 -S) -3. 2 ' -bis (1, l-dimethylethyl) -2,2 • 
tatrahydro-l, 1' -bi-lH-iBopho«phindole-icP2,KP2 ' 1 - , 
(OC-6-11) -hexafluoroantimonated-) 
67-56-1 MeOH 

12 hours. 50 deg C. 10 bar 
stereosel ective 



RX(31) OP 74 




YIELD 93% 



RCT R 34306-62-0 

RCT AV 584-08-7 K2C03, AW 1333-74-0 H2 
PRO BC 851878-80-3 

CAT 851936-69-1 Rhodiumd«). ( (2, 3, 5, 6-ti) -bicyclo(3 . 3 . 1) hepta- 
3,5-dianel ( (IS. 1 <S. 2S, 2 'S) -2, 2* -bis (1, 1-dlmethylethyl) -2, 2* , 
tetrahydro-1 , 1 ■ -bi -IH-isophosphindole-KPa ,KP2 • ] - , 
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SOL 
OON 

NTS 



RX(32) OF 74 



(OC'6-11) -haxa£luoroanciinonate<l-) 
67-56-1 Hem 

12 hours, 50 dog C, 10 bar 
KtereosQlective 



.T BD 




Rcr 

ROT 



SOL 
CON 
NTE 



V fi4S411-16-l 

AV 584-08-7 K2003, AW 1333-74-0 H2 
BS 116539-S5-0 

BS1936-69-1 Rhodiuiii(l«}. ( (2, 3 , S,*6-i]) -bicyclo [2 . 2 . 1] hepta- 
2,5-dienel | (IS. 1 'S.2S.3'S) -2, 2' -bia (1. l-ditnnthylethyl) •2.3'.3,3« 
tetrahydro-1,1 • -bi-lH-iBOphosphindole-KP2, ieP2 ' I -, 
(OC-6-11) -hexafluoroantimonatad-} 
67-56-1 MbOH 

12 hours, SO dag C. 10 bar 
■tersosalactivo 



RX(34) OF 74 



• HCl 




Ohci 



RX<32) RCT 
ROT 
PRO 
CAT 



SOL 
CX3H 
NTB 



T 645411-21-a 

AV 5B4-0S-7 K2C03, AW 1333-74-0 H2 
BD 65187S-82-5 

851936-69-1 Rhodiuin(l«) , ( (2, 3, 5, 6-ii) -bicyclo[2. 2 . 1] hepCa- 
2,5-diena) I (IS, l'S.2S.2<S) >2,2« -bia(l,l-diiMthylethyl) -2,2V 
tetrahydro-1, 1' -bi-lH-isophoBphindole-KP2,tcP2'] 
( OC-6 - ID - hexa f luoroanc imonata ( 1 • ) 
67-56-1 MeOH 

12 houra, 50 deg C, 10 bar 
■teraosalecciva 



RCT 
RGT 
PRO 
CAT 



SOL 
CON 
NTB 



V 645411-16-1 

AV 584-08-7 K2C03, AW 1333-74-0 H2 
BF 116539-57-2 

650780-91-5 Rhodium(l*), ( (2, 3. 5. 6-i]) -bicyclo [2 . 2 . 1] hepta- 
2,5-diene] ((IR. l'R.2R.2'R) -2.2*-biB(l',l-diiMthylet.hyl) -2,2' 
tetrahydro-1, 1 ' -bi-lH-isophoBphindoIe-KP2, icP2 ' ] - , 
(OC- 6 - 1 1 ) -hexa £ luoroant iinonate { 1 - ] 
67-56-1 HeOH 

12 houra, 50 dag C, 10 bar 
staraoaalactiva 



RX(35) OF 74 ...X >—> BH 



RX(33) OP 74 



, .V »•> BE. 




RCT X 35274-92-1 

RGT AV 564-08-7 K2C03, AW 1333-74-0 H2 

PRO BH 651876-86-9 

CAT 851936-69-1 Rhodiumd*) , [ (2, 3 , 5, 6-t|) -bicyclo(2 . 2 . 1] hepta- 



SOL 
CON 
NTE 



10/520362 

2,5-diene) ( (IS, 1 'S, 2S, 2 'S) -2 , 2 ' -bis ( 1 , l-dimethylethyl) -2.2 ' , 3, 3< - 
cecrahydro-1, 1 * -bi -lH-i80phoephindole-KP2. kP2 ' ] -, 
(OC-6-11 ) -hcxafluoroantimonate ( 1-) 
67-56-1 HeOH 

12 hours, 50 deg C, 10 bar 
stereoselective 



RX(36) OF 74 . . .AY — > BI 



X 



1361 MeNir 



RCT AY 114133-37-B 
PRO 81 100568-02-3 
NTE literature preparation 



RX(37) OF 74 



RCT BS 116539-55-0 
PRO BJ 116539-59*4 
NTE literature preparation 
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• hci 



RCT A 98-86-3, B 109-94-4 

STAGE (1) 

CON room temperature 

STAGE (2) 

RCT C 593-51-1 

SOL 7733-18-5 Water 

CON room temperature 

PRO D 877-50-9 

NTE limited exptl. details. Claisen condensation 



RX(2) OF 9 



. .D — > F... 



H Ph H 
MeKlT'^^N^^^O 



10/520362 



10/520362 



RCT D 877-50-9 
ROT O 16940-66-2 NaBH4 
PRO F 42143-53-9 
SOL 64-19-7 AcOH 

CON SUBSTAGEd) 30 minutes, 5 - 10 deg C 
SUBSTAGE(3) 30 minutes, 5 - 10 deg C 
SireSTAGB(3) 3 hours, room temperature 



YIELD SSt 



RCT F 43143-53-9 



RCT F 42142-53-9 

STAGE ( 1 ) 

RGT K 7646-69-7 NaH 

SOL 67-68-5 DMSO 

CON SUBSTAGE(l) room temperature 

SUB5TAGE(3) 1 twur, room temperature -> 60 deg C 

STAGE (3) 

RCT I 98-56-6 

CON SUBSTAGEO) 6 hours, 115 deg C 

5UBSTAGS(3) llS deg C -> room teinperature 

STAGE (3) 

RGT E 7732-18-5 Water 

STAGE(4) 

ROT L 7647-01-0 HCI 

SOL 60-29-7 Et30 

con SUBSTAGSd) room temperature 

SUBSTA0B(2) 30 minutes, room tetnpereture 

PRO J 56396-78-7 



STAGE (1) 

RGT K 7646-69-7 NaH 

SOL 67-68-5 DMSO 

con SUBSTAGEd) room temperature 

SUBSTAGE(2) 1 hour, room ten^erature -> 60 deg C 

STAGE (2) 

RCT I 98-56-6 

CON SUBSTAGB(2) 6 hours. 115 deg C 

8UBSTA0E(3) 115 deg C -> room temperature 

STAGE (3) 

RGT E 7732-18-5 Water 

PRO O 54910-89-3 
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AUTHOR IS) : 
CORPORATE SOURCE: 



DOCUMENT TYPE: 

LANGUAGE: 

CLASSIFICATION: 

GRAPHIC IMAGE: 



CASREACT COPYRIGHT 2007 ACS on STN 
114:5913 CASREACT Pull -text 

Synthesis of tritium labeled l-(3,4-dichloroph0nyl)-3- 

(methylamino)propanol hydrochloride 

Kill, John A.; Wisowaty, James C. 

Chem. Dev. Lab., Burroughs Wellcome Co., Research 

Triangle Park. NC, 27709, USA 

Journal of Labelled Compounds and Radioptiarmaceuticals 

(1990), 28(7). 811-18 

CODEN: JLCRD4: ISSN: 0362-4 803 

Journal 

English 

25-7 (Benzene, Its Derivatives, and Condensed 
Benzenoid Confiounda) 



I —> O 



51 



52 



1(VS20362 



10/520362 



CI • E 



SOL 64-17-5 StOH 
KX{2) OF 7 ...2D F 



ABSTRACT: 

1- (3,4-Dichlorophenyl) -3-{m«thylamino) -X-propanol hydrochloride, a pocenLial 
antidepreasanc, was synthesized by a tti»-atep method in the (3H) 'labeled form I 
with specific activity 12. S mCi/tnmol suitable for drug metabolism and disposition 
studies. 

SUPPL. TERM; chlorophenyl methyl ami nopropanol tritium labeled; propanol 

ehlorophenylmechylamino critium labeled 
INDEX TERM: 2642-63-9 

ROLE: RCT (Reaetant); RACT (Rcactant or reagenc) 

(aminomethylation of) 
INDEX TERM: 130826-97-OP 

ROLE: RCT {Reaetant}; SPN (Synthetic preparation); PREP 
(Preparation); RACT (Reaetant or reagent) 
(preparation and reduction of) 
INDEX TERM: 2536-50-3? l30B26-9a-lP i30826-99-2P 130827-00-eP 

ROLE: SPN (Synthetic preparation); PREP (Preparation) 
(preparation of) 



• HCl 



• HCl 



• hci 




• hci 



RX(2) RCT D 130626-97-0 

RGT G 16940-66-2 HaBH4, H 7664-41-7 HH3 

PRO F 130826-98-1 

SOL 7732-lB-S Water 



.D J 



• hci 



RX(1) RCT A SO-00-0, B 593-51-1. C 2642-63-9 

PRO D 130826-97-0 




RX(3) RCT D 130626-97-0 

RGT G 16940-66-2 NaBH4 

PRO J 130826-99-2 

SOL 7732-1B-5 Water, 67-63-0 Me2CH0H 



RX(4) OF 7 . . .D -»> L 



(4) 0KCI 

L 

YIELD 86% 



RCT D 130826-97-0 

ROT C 16940-66-2 NaBH4. M 61113-34-6 HaBHST 

PRO L 130837-00-8 

SOL -7732-18-5 Mater, 67-63-0 Me2CH0H 



L27 ANSWER S OP B 
ACCESSION NUMBER: 
TITLE: 

AUTHOR (S) : 
CORPORATE SOURCE: 
SOURCE: 

DOCUMENT TYPE: 
LANOUAGE: 
CLASSIFICATION: 
GRAPHIC IKAOB: 



OVSREACT COPYRIGHT 2007 ACS on STN 
108:6119 CASREACT Full -text 

Carbanion-accelerated Claieen rearrangetnenta. 4. 

Aayinnecrie induction via 1 , 3,2-oxazaphoephorinanee 

Denmar)c, Scott E,; Merlin, John B. 

Dep. Chem.. Univ. Illinoie. Urbane, IL, 61801, USA 

Journal of Organic Chemiacry (1987), 53(26). 5742-5 

CODEH: JOCBAH: ISSN: 0023-3263 

Journal 

Engliah 

29-7 (Organometalllc and Organometelloidal Compounds) 



10/520362 



It O 0CK2CHs 



ABSTRACT : 

The anions derived from allyl vinyl ethers I (R - Me; Rl - H, R2 « Me; Rl • R2 
■ H, Me) undergo rapid and highly selective Claisen rearrangements to give 
alkenyl ketone derive. II. The degree of asym. induction is uniformly high 
(ca. 90:10) for various substituent patterns but depends marlcedly on the 
presence of lithium cations. The absolute sense of asym. induction has been 
established using chiral, nonracemic oxazaphosphor inane I (R - R2 - H) . Tm 
proposals for the transition structures of the phosphorus -stabilized anions are 
discussed. 

SUPPL. TERM: Claisen rearrangement carbanion accelerated; asym induction 

Claisen rearrangement oxazaphosphorinane; allyl vinyl ether 
Claisen rearrangement; lithium cation asym Claisen 
rearrangement 

INDEX TERM: Asymnetrlc synthesis and induction 

(in carbanion-accelerated Claisen rearrangement of allyl 
vinyl ethers via oxazaphosphorinanes) 

INDEX TERM: Ethers, reactions 

ROLE: RCT (Reaetant); RACT (Reaetant or reagent) 

(allyl vinyl, asym. carbanion-accelerated Claisen 
rearrangement of. via oxazaphosphorinane derive.) 
INDEX TERM: 96-33-3, Methyl 2-propenoate 

ROLE: RCT (Reaetant); RACT (Reaetant or reagent) 

(addition of butylamine and sequential N-acylation of) 
INDEX TERM: 504-61-0 

ROLE: PROC (Process) 

(addition o£, to allenylphosphoramidate) 
INDEX TERM: 107-18-6, Allyl alcohol, reactions 

ROLE: RCT (Reaetant) j RACT (Reaetant or reagent) 
(addition of, to allenylphosphoratnidate) 
INDEX TERM: 7447-41-8, Lithium chloride, uses and miscellaneous 

ROLE: USES (Uses) 

(asym. carbanion-accelerated Claisen rearrangement of 
oxazaphosphorinane derivative in presence of) 
INDEX TERM: 111525-49-6P 11152S-51-0P 111S3S-52-IP 11152S-54-3P 

111613-01-5P 

ROLE: SPN (Synthetic preparation); PREP (Preparation) 
(asym. preparation of) 
INDEX TERM: 141-97-9 

ROLE: RCT (Reaetant); RACT (Reaetant or reagent) 
(enantloselectlve yeast reduction of) 
INDEX TERM: 1I1S2S-47-4P 

ROLE: RCT (Reaetant); SPN (Synthetic preparation); PREP 
(Preparation); RACT (Reaetant or reagent) 

(preparation and addition reaction of, with allyl ale.) 
INDEX TERM: 111525-43-OP 



56 
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INDEX TERM: 



INDEX TERM: 



INDEX TERM: 



INDEX TERM: 



INDEX TERM: 



INDEX TERM: 



INDEX TERM: 



INDEX TERM: 



INDEX TERM: 



ROLE: RCT (Reactant); SPN (Synthetic preparation) ; PREP 
(Preparation); RACT {Reactant or reagent) 

(preparation and addition reaction of, with hydroxybutene) 
111S25-42-9P 

ROLE: RCT (Reactant); SPN (Synthetic preparation); PREP, 
(Preparation); RACT (Reactant or reagent) 

(preparation and addition reactions of, with allylic ales.) 

S6ai6-01-4P 

ROLE: RCT (Reactant); SPN (Synthetic preparation); PREP 
(Preparation); RACT (Reactant or reagent) 

(preparation and araidation of) 
111S25-44-1P 11152S-45-3P 111S2S-46-3P 11152S*4B-5P 
111612-96-5P 

ROLE: RCT (Reactant): SPN (Synthetic preparation); PREP 
(Preparation); RACT (Reactant or reagent) 

(preparation and aaym. carbanion accelerated Claiaen 

rearrangement of) 
111S25-40-7P 

ROLE: RCT (Reactant); SPN (Synthetic preparation); PREP 
(Preparation) ; RACT (Reactant or reagent) 

(preparation and borane reduction of) 
111525-38-3P 

ROLE: RCT (Reactant); SPN (Synthetic preparation); PREP 
(Preparation); RACT (Reactant or reagent) 

(preparation and reaction of, with Grignard reagent) 
11152S-41-8P 

ROLE: RCT (Reactant); SPN (Synthetic preparation); PREP 

(Preparation) ; RACT (Reactant or reagent) 

(preparation and reaction of, with trichlorophoaphine and 
hydroxybutyne, allenylphosphoramidates from) 

111S2S-50-9P 111525-53-2P 111612-97-6P 111612-98-7P 

I116l2-99-aP 111613-00-4P 111613-02-6P 

ROLE: SPN (Synthetic preparation); PREP (Preparation) 
(preparation of) 

7719-12-2, Trichlorophoaphine 

ROLE: RCT (Reactant); RACT (Reactant or reagent) 

(reaction of, with amino alca. and propargyl alca., 
allenylphoephoramidatea from) 

115-19-5 

ROLE: RCT (Reactant); RACT (Reactant or reagent) 

(reaction of, with trichlorophoaphine and amino ale, 

all enylphosphorami date from) 
2028-63-9, 3 -Hydroxy- 1-butyne 

ROLE: RCT (Reactant); RACT (Reactant or reagent) 

(reaction of, with trichlorophoaphine and amino ales., 
allenylphosphoraraidates from) 

111525-39-4 

ROLE: RCT (Reactant); RACT (Reactant or reagent) 

(reaction of, with trichlorophosphine and propargyl ale, 
allenylphosphorimidate from) 



o o 



tail) RCT A 96-33-3, B 75-64-9 

STAGE (1) 



STAGE (3) 

RCT C 407-35-0 



PRO D 111525-38-3 
RX(2) OF 80 . . .D —> B 



RX(2) RCT O 111525-36-3 

RGT P 75-16-1 MeMgBr 

PRO B 11153S-39-4 

SOL €0-29-7 Et20 



RX(3) OF 80 



le o 



0 <y^ 



RX(1) OF 80 



C ■••-> D. , 



c 



RX(3) RCT H 141-97-9 

PRO I S6B16-01-4 

SOL 7732-18-5 Water 

NTE yeast 



10/520362 



RX(4) OP 80 



..I ♦ B ™> K. .. 



"•Pi 



YIELD 58t 



YIILD 72t 



RX(4) RCT I 56816-01-4, B 75-64-9 

RGT L 75-24-1 AlMe3 
PRO K 111S25-4D-7 



RX(6) RCT E 111525-39-4, O 2028-63-9 

RGT Q 109-02-4 N-Kethylmorpholine, R 7719-13-2 PCl3 
PRO P 111535-43-9 



S — > T.. 



RX(5) OP 80 



.K —> M. 



YIBLD S7% 



YIELD 53% 



'RX(5) RCT K 111525-40-7 

RGT N 1^4044-65-6 BH3 -THF 
PRO M 111525-41-8 



RX{7) RCT B 11IS35-39-4, S 115-19-5 

RGT 0 109-03-4 H-Methylmorpholine, R 7719-13-3 PC13 
PRO T 111S25-43-0 



RX(6) OF 80 . . .B « O — > P. .. 



RX(8) OF 80 



..p ♦ U -•-> V... 



t-Bu^ 



60 
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YIELD £4* 



RX(B) RCT P 111525-42-9. U 107-18-6 

ROT W 7646-6»-7 NaH. X 75-6S-0 t-BuOH 

PRO V 111525-44-1 

SOL 109-99-9 THF 



YIELD 51% 



RX(9) OP 80 ...P * Z — > AA... 



RXdOl RCT T 111535-43-0. Z 504-61-0 

ROT W 7646-69-7 HaH, X 75-65-0 C-BuOH 

PRO AB 111525-46-3 

SOL 109-99-9 THF 



RXdll OF 80 ...M ♦ O — > AC... 



. 



C-Bu-'L 



RX{9) RCT P 111525-42-9, Z 504-61-0 

RGT W 7646-69-7 NaH, X 75-65-0 t-BuOH 

PRO AA 111525-45-2 

SOL 109-99-9 THF 



Bu-t 



RX(IO) OF 80 ...T « Z mmm> KB. 



RX(ll) RCT M 111525-41-8, O 2028-63-9 

RGT 0 109-02-4 N-Methylmorpholine. R 7719-13-2 PC13 
PRO AC 111535-47-4 



g»C=CMe2 



RX(12) OF BO ...AC * U —> AD... 



10/520362 



10/520362 




RX{12) RCT AC 111525-47-4. U 107-18-6 

ROT W 7646-69-7 HaH. X 75-65-0 t-BuOH 

PRO AD 111525-48-5 

SOL 109-99-9 THF 



n4 b 



YIELD 77%(52> 




YIELD 77% (48) 



RX(13} OF 60 ...AC • U —> AB... 



BU-t 



RX(14} RCT V 111525-44-1 

RGT AH 7693-26-7 KH 

PRO AF 111525-49-6. AG 111525-50-9 

SOL 67-6S-5 DMSO, 109-99-9 THF 



RX(15) OF 80 2 V -»> AF * AO 



X-w Bu-t 



YIELD 301 



RXI13) RCT AC 111525-47-4. U 107-18-6 

RGT W 7646-G9-7 NaH, X 7S-6S-0 C-BuOH 

PRO AE 111612-96-5 

SOL 109-99-9 THF 



1^ L t Ma>J 



YIELD ■11(91) 



YIELD ai%(9) 



63 



64 
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RX(15) RCT V 111525-44-1 

RCT AH 7693-26-7 KH, AJ 7447-41-8 LiCl 

PRO AP 111S25-49-6. AG 1I152S-S0-9 

SOL 67-68-5 DHSO, 109-99-9 THF 




RX(17) RCT AA 111525-45-2 

RGT AH 7693-26-7 KH, AJ 7447-41-B LiCX 

PRO AK 111525-51-0, AL 111612-97-6, AH 111612-98-7 

SOL 67-68-5 DMSO, 109-99-9 THF 

MTB 60% overall 



RX(ie) OF BO ...4 AA — > AK « AL « AM « AN 



^ Bu-t 



YIBLD 90% (Sa) 



yiSLD 90«(42) 




RX(16) RCT V 111525-44-1 

PRO AP 111525-49-6. AG 111525-S0-9 
SOL 109-99-9 THF 



RX(17» OF 80 ...3 AA ---> AK ♦ AL ♦ AM 




0^i!\, Me M& T 



Ke )le 



RX(IB) RCT AA 11152S-4S-2 

PRO AK 111525-51-0, AL 111612-97-6. AH 111612-98-7, AN 111612-99-8 

SOL 109-99-9 THF 

NTS 84% overall 



RX(19) OF BO ...2AB ---> AO * AP 



(19^ ni ke 



yiBLO 94t(92) 



YIELD 66% (32) 



RX(20) RCT AB 111525-46-3 

PRO AO 111525-52-1. AP 11152S-53-2 
SOL 109-99-9 THF 



RX(21) OF 80 ...2 AD >»> AO * AR 



"A 



YIELD 94% (8) 



V?BI 



RX(19» RCT AB 111525-46-3 

RGT AH 7693-26-7 KH, AJ 7447-41-8 LiCl 

PRO AO 111525-52-1. AP 11152S-53-2 

SOL 67-68-5 D«SO, 109-99-9 THF 

RX(20) OF 80 2 AS — > AO * AP 



(20L h/mc 
YIBU) 66%(6tt 



$?E. 



RX<31> RCT AD 111525-48-5 

ROT AJ 7447-41-8 LiCl 

PRO AO 111S2S-54-3. AR 111613-00-4 

SOL 109-99-9 THF 



RX(22) OF 80 2 AD ---> AQ * AR 



10/520362 



67 



68 



10/520362 



10/520362 





BU> 62t(S0) 



YIELD 78%(10) 



YIELD 621(50) 



BX{23) RCT AD 111525-48-5 

RGT AH 7693-26-7 KH 

PRO AO 111525-54-3, AR 111613-00-4 

SOL 67-66-5 DMSO. 109-99-9 THF 



RX(23) RCT AD 111525-48-5 

RGT AH 7693-26-7 KH, AJ 7447-41-8 LiCl 

PRO AQ 111S25-S4-3. AR 111613-00-4 

SOL «7-6a-5 DMSO, 109-99-9 THP 



RX(24) OF aO 3 AO — > AQ « AR 




Y?B1 



RX(23) OP eO 2 AD — > AQ 




ELD 78% (90) 



YIELD 65%(10) 



RX(34} RCT AD 111525-46-5 

RGT AS 109 -72 -a BuLi 

PRO AO 111525-54-3< AR 111613-00-4 

SOL 67-68-5 DMSO, 109-99-9 THP 



RX(25) OF 80 ...2 AS —> AT * AU 



W520362 



10/520362 




YIELD 71% (8) 



YIBU) 93%(34) 



YIELD 71%{92) 



RX(2S) RCT AB 111612-96-S 

RGT AH 7693-26-7 KH, AJ 7447-41-8 LiCl 

PRO AT 111613-01-5, AU 111613-02-6 

SOL 67-68-5 DMSO. 109-99-9 THF 



RX(26} OP BO 2 AD — > AQ AR 




Y?EI 



RCT AD 111525-48-5 

PRO AO 111525-54-3, AR 111613-00-4 
SOL 109-99-9 THF 
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ACCESS Z(»I NUMBER: 
TITLE: 
INVEHTOR(S) : 
PATENT ASSIGNEE (S) : 



DOCUMENT TYPE: 
LANGUAGE: 

INT. PATENT CLASSIF. : 
US PATENT CLASSIF. : 
CLASSIFICATION: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



102:46134 CASREACT Full -text 
Herbicidal a-hydroxy phosphonates 
G«ertner, Van R. 
Monsanto Co . , USA 

U.S.. 9 pp. Division oE U.S. 4,413.125. - 

CODEN: USXXAM 

Patent 

English 

A01N057-20 

071086000 

29-7 (OrganotMCallic and OrganonMitalloidal Conq^unda) 
Section croaa-refer«nc«(«) : 5 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



US 1983-528700 
US 1981-279371 
US 1981-279371 



19830901 
19810701 
19810701 



US 4475943 A 19841009 

US 4413125 A 19831101 

PRIORITY APPLN. INFO. : 
OTHER SOURCE (S) : MARPAT 102:46134 

ABSTRACT: 

(RO) (R10)P(O)CR2«»)CHR3CR4R5 (R.Rl - *lkyl, CH3Ph; R2,R3,R4,R7 - H, al)cyl; R5 
- piparidinyl, XR6, KR7RBi R6. - alkyl, allcanoyl, aryl; R8 - al)(yl, al)coxyal)cyl; 
X - S, O) w«r« prepared Thus He(CH2}4SH waa created with H2C:CHCH0 and (BtO)2P{l 
to give 80% Ma(CH2)4SCM2CH2CH (OH) P (O) (OCt) 2 (I). At 56.0 kg/ha, poateinergent , 
I gave cocpleta control of Chenopodium album (lambsquartera) . 



SUPPL. TERM: 
INDEX TERM: 



INDEX TERN: 



hydroxy phosphonate herbicide prepn 
Herbicides 

(phosphonates, a-hydroxy) 
B9222-47-9P 89222-48-OP 89222-49-lP 89222-50-4P 
a9333-51*5P B9233>53-6P 89333-53-7P 89333-S4-8P 
89333-5S-9P S9333-56-0P 89333-57-lP 'B9333-59*3P 
89323-60-6P 94128-4B-0P 

ROLB: AOR (Agricultural uae) t BAG (Biological activity or 
afCector, except adverae) ; BSU (Biological atudy, 
unelaaaified); SPH (Synthetic preparation); BIOL (Biological 
atudy); PRSP (Preparation); USES (Uaea) 
(preparation atul herbicidal activity of) 



71 



72 
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INDEX TERM: 



INDEX TERM: 



INDEX TERM: 



INDEX TERM: 



INDEX TERM: 



INDEX TERM: 



INDEX TERM: 



INDEX TERM: 



PREP (Preparation) 



B9a32-61-7P 89322-62-8P 
ROLE: SPN (Synthetic preparation); 
(preparation of) 

86B-65-9 

ROLE: RCT (Reaccant); RACT (Reactant or reagent) 
(reaction of. with acrolein) 

762-04-9 

ROLE: RCT (Raactant) ; RACT (Reactant or reagent) 

(reaction of, with acrolein and amines or oiercaptans) 
60-24-2 74-85-1, reactione 75-33-2 75-64-9, reactions 
105-53-3 108-98-5, reaetiona 109-69-7, reactions 
110-66-7 110-89-4, reactions 111-92-3 594-39*8 
1639-09-4 

ROLE: RCT (Reactant); RACT (Reactant or reagent) 

(reaction of, with acrolein and di-Et phosphite] 
17176-77-1 

ROLE: RCT (Reactant); RACT (Reactant or reagent) 
(reaction of, with acrolein and diethylamine) 

107-03-9 

ROLE: RCT (Reactant); RACT (Reactant or reagent) 

(reaction of, with carbonyl confxla. and di-Et phosphite) 
107-02-8, reactions 

ROLE: RCT (Reactant): RACT (Reactant or reagent) 

(reaction of, with marcaptans or amines and di-Et 
phosphite) 

76-65-3 78-94-4, reactions 

ROLE: RCT (Reactant); RACT (Reactant or reagent) 

(reaction of, with propanethiol and di-Et phosphite) 



V 



s 



RX(2) RCT B 107-02-8, C 762-04-9, B 108-9B-S 

PRO F 89322-48-0 



RX(3) OF 14 B ♦ C ♦ G ---> H 



KtO^ "^Ott II-'^(CH2)r 



V 



^(CH2)tf 



RX{3) RCT B 107-02-8, C 762-04-9. G 1639-09-4 

PRO H 89233-49-1 



RX{4) OF 14 B * C * I — > J 



RX(1) RCT A 110-66-7, B 107-02-8, C 762-04-9 

PRO D 89322-47-9 



1(V520362 



RX(6) RCT C 763-04-9, M 107-03-9, N 78-94-4 

PRO O 89222-53-7 



RX(5) OF 14 B * C * K — > L 



RX(6) OF 14 C * M • H ..-> O 



RX(7) OF 14 C * ? * U -»> Q 



RX(4) RCT B 107-02-6, C 762-04-9. I 60-24-2 

PRO J 89222-S0-4 



V 



i-Pr^ 



RX{7) RCT C 762-04-9, P 75-04-7, N 78-94-4 

PRO 0 89222 -54 -a 



RX(8} OF 14 B ♦ C * R 



RX(5) RCT B 107-02-8, C 762-04-9. K 75-33-2 

PRO L 89232-51-5 



V r^r 



V 



H 



EtO^H'**'OEt 



RX(8) RCT B 107-02-8, C 76a-04'9. R 110-89-4 

PRO S 89232-55-9 



RX(9) OF 14 B * C t T >->> U 
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RXdX) RCT 8 107-02-8, C 762-04-9, X 124-40-3 
PRO Y 94128-48-0 



RX(12) OP 14 Z * B -*-> 



RX(9) RCT B 107-02-8, C 762-04-9. T 109-89-7 

PRO U S9222-56-0 




RX{10) OF 14 B ♦ C ♦ V — > M 



O H 

V 



RX(12) RCT Z 67-56-1, B 107-02-6 
PRO AA 89322-62-8 



RX(13) OP 14 C 



H EtO 

^OBt 



i-Bu Bu-n H 



RX(IO) RCT B 107-02-B. C 762-04-9, V 111-92-2 
PRO W 89222-&9-3 



RX(ll) OF 14 B + C 4' X ---> Y 



H He pBtjj 



BtO"^ ^OBt 



RX(13) RCT C 762-04-9, M 107-03-9, AB 78-8S-3 
PRO AC 89322 -52 -6 



RX(14} OF 14 B -» C AD 



1W520362 
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V 

BtO-^ "^OBt 



stereoiBomera are described. The enantiomer with the (R) configuration at both 
aeyin. centers poasessed most of the (i-blocking activity but little 
a-blocking activity. That with the (S) configuration at the ale. caiimn 
and the (R) configuration on the amino Bubsticuent ia predominantly an 
a -adrenoceptor blocking agent. 




SUPPL. TERM: 
INDEX TERM: 
INDEX TERM: 
INDEX TERM: 

INDEX TERM: 



RX(14) RCT B 107-02-8, C 762-04-9, AD 594-39-8 
PRO AB 89322-57-1 



L27 ANSWER 7 OF 8 
ACCESSION NUMBER: 
TITLE: 



CORPORATE SOURCE: 

SOURCE: 

DOCUMENT TYPE: 

LANGUAGE: 

CLASSIPICATIOM: 

GRAPHIC IMMSB: 



CASREACT COPYRIGHT 2007 ACS on STN 
96:199236 CASREACT Full -text 

Arylethanolamines derived from salicylamide with 
a- and |) -adrenoceptor blocking activities. 
Preparation of labetalol. its enantiomers and related 
salicylamides 

Clifton, James B.; Collins, Ian; Hallett. Peter; 
Hartley. David; Lunts, Lawrence H. C; Hicks, Philip 
D. 

Chem. Dep., Glaxo Group Res. Led., Ware/Herts., 5G12 
ODJ, UK 

Journal oC Medicinal Chemistry (1982). 25(6), 670-9 
CODEH: JHCHAR; ISSN: 0023-3623 
Jou rnal 
English 

2S-19 (Benzene, Its Derivatives, and Condensed 

Benzenoid Compounds) 

Section cross- reference (s) : 1 



COHHK 



RlKHCH3Cll(0B) 



ABSTRACT: 

Phenyl ethanolsminee I (R - H, Me, PhCH2, HOCH2CH3, NH2; Rl • alkyl or 
substituted alkyl) were prepared and shorn to possess |)-adrenergic blocking 
properties. When the basic N atom tms substituted by some aralkyl groups, the 
eoinpds. also blocked a- adrenoceptors. Labetalol (1; R - H, Rl - 
Phai2CH2CHMa) is antihypertensive in animals and man, and syntheses of its 4 



INDEX TERM: 



INDEX TERM: 



INDEX TERM: 



INDEX TERM: 



INDEX TERM: 



INDEX TERM: 



INDEX TERM: 



salicylamide ethanolamine deriv; labetalol stereoisomer 

prepn antihypertensive 
Antihypertensives 

(labetalol enantiomers and related salicylamides as) 
Isomerism and Isomers 

(of labetalol, antihypertensive activity and) 
Molecular structure-biological activity relationship 

(antihypertensive, of a rylethanol amines derived from 

salicylamide) 
24076-03-7 24076-19-5 81580-28-1 
ROLE: RCT (Reactant); RACT (Reactant or reagent) 

(amidation of) 
240B5-1B-5 

ROLE: RCT (Reactant); RACT (Reactant or reagent) 

(amidation of, or condensation with acetophenone and 
formaldehyde) 

68164-04-5 

ROLE: RCT (Reactant); RACT (Reactant or reagent} 

(amidation reaction, with (bromoacetyl) salicylamide) 
1611-38-7 

ROLE: RCT (Reactant) : RACT (Reactant or reagent) 

(catalytic hydrogenation of) 
104-53-0 

ROLE: RCT (Reactant) ; RACT (Reactant or reagent) 

(condensation of. (aminohydroxyethyl) salicylamide) 
98-86-2, reactions 

ROLE: RCT (Reactant); RACT (Reactant or reagent) 

(condensation of, with [[ (aminohydroxyethyl) amino] ethyl] s 
alicylate and formaldehyde) 

32780-65-7 

ROLE: RCT (Reactant); RACT (Reactant or reagent) 

(condensation of, with aldehydes and acetophenone) 
103-79-7 

RACT (Reactant or reagent) 
with aminoacetophenone derivative) 



ROLE: RCT (Reactant) 
(condensation of, 
78-95-5 

ROLE: RCT (Reactant) 
(condensation of 



RACT (Reactant or reagent) 
with aniline derivative) 
2627-86-3 3886-69-9 . 

ROLE: RCT (Reactant); RACT (Reactant or reagent) 
(condensation of, with benzylacetone) 

73866-23-6 

ROLE: RCT (Reactant); RACT (Reactant or reagent) 

(condensation of, with benzylamine derivative, and amidation 
of) 

3SS0-36-7 

ROLE: RCT (Reactant); RACT (Reactant or reagent) 

(condensation of. with a-methylbenzylamlne) 
75659-08-4P 81603-13-3P 81602-14-4P 81602-15-5P 
ROLE: BAC (Biological activity or effector, except adverse); 
asu (Biological study, unclassified): SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological 
study); PREP (Preparation); USES (Usee) 



79 



INDBX TERM: 

INDEX TERM: 
INDEX TERM: 

INDBX TERM: 

INDEX TERM: 
INDBX TERM: 

INDEX TERM: 



INDBX TERM: 



INDEX TERM: 



INDBX TERM: 
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(prsparacion and antihyp«rtenaiv« activity of) 
32780-63-5P 363S6-C1-8F 

ROLE: RCT (Reactant); SPN (Synthetic preparation); PREP 
(Preparation); RACT (Reactant or reagent) 

(preparation and catalytic hydrogenation of) 
80744-23-6P 815ao-3S-OP 

ROLE: SPN (Synthetic preparation); PREP (Preparation) 

(preparation and condensation with (brotnoacetyl ) aalicylamidtt) 
815eO'3£-lP 815aO-3B-3P 

ROLE: RCT (Reactant); SPN (Synthetic preparation) ; PREP 
(Preparation); RACT (Reactant or reagent) 

(preparation and hydroganaticn-benzylation of) 
24076-04-8P 24076-14-OP 75615-5S-3P 7561S-56-4P 
815S0-32-7P S15eO-33-6P 81S80-37-2P 81585-06-OP 
ROLE: RCT (Reactant); SPN (Synthetic preparation); PREP 
(Preparation); RACT (Reactant or reagent) 

(preparation and hydrogenolyaia of) 
7246705-5P 

ROLE: SPN (Synthetic preparation) ; PREP (Preparation) 

(preparation and reaolution of racemic) 
826-16-4P 

ROLE: RCT (Reactant); SPN (Synthetic preparation); PRBP 
(Preparation) ; RACT (Reactant or reagent) 

(preparation and N-benzylation of) 
24076-05'9P 24076-10-6P 24076-II-7P 
24076-21-9P 
32780-39-5P 
32780-72-6? 
54646-lS-OP 
63416'6£-0P 
64779-91-5P 
72371-11-OP 
B1S79-46-6P 
B1579-50-2P 
ei579-55-7P 
B1579-S9-1P 
ei580-06-5P 

eisao-io-ip 

815B0-14-5P 
ei5B0-18-9P 
ei5B0-22-5P 
ai5B0-26-9P 
81580-31-6P 



10/520362 




24076-13-9P 
25034-32-6P 
32780-70-4? 
36256-60-7P 
63416-60-4P 
64450-21-lP 
64779-93-7P 
81S79-44-4P 
B1579-48-BP 

81579- 53-4P 
B1S79-57-9P 

81580- 04-3P 
eiS80-D8-7P 
fllS80-12-3P 
81560-16-7? 
B1SB0-2O-3P 
815eo-24-7P 
81580-29-2? 



24076-15-lP 
32780-35-lP 
327B0-71-5P 
36270-45-8? 
63416-61-5P 
' 64450-22-2P 
70161-10-3P 
B1579-45-5P 
81579-49-9P 
B1S79-54-6P 

81579- 58-OP 

eiseo-os-4P 

61S80-09-8P 

81580- 13-4? 
81580-17-BP 
81580-21-4P 
ei580-25-8P 
81580-30-5? 

ROLE: SPN (Synthetic preparation); PRBP (Preparation) 

(preparation of) 
72487-34-4P 

ROLE: SPN (Synthetic preparation); PREP (Preparation) 

(preparation of enantiomeric components of racemic) 
459-59-6 

ROLE: RCT (Reactant); RACT (Reactant or reagent) 

(reaction of, with chloropropanono) 
30566-92-8 

ROLE: RCT (Reactant); RACT (Reactant or reagent) 
(reaction of. with phenylpropanone) 



34076-12-8P 
24084-97-7P 
32780-69-lP 

32760-73-7P 
56290-92-7P. 
64449-93-OP 
64779-92-6P 
75659-07-3P 
81579-47-7P 
81S79-S1-3P 
B1579-S6-8P 

81579- 60-4P 

81580- 07-6P 
81580-11-2P 
ai580-15-6P 
815B0-19-0P 
81580-23-6P 
ai580-27-0P 
B1580-34-9P 



• hci 



RX(l) RCT A 81580-32-7 

PRO B 826-16-4 
CAT 144-55-8 NaHC03 



RX(2) OF 182 . ..D — > B. . . 



• hci 




• hci 



RX(2) RCT D 61580-33-8 

PRO E 61580-34-9 
CAT 144-55-8 NaHC03 



RX(3) OP 183 



RX(3) RCT E 81580-34-9, P 100-52-7 

RGT H 7647-01-0 HCi 

PRO G 80744-23-6 

CAT 144-55-8 NaKC03 



RX (4) OF 182 I ♦ J ••■> K- , 



RX(5} RCT L 81579-S0-2 

RGT H 7647-01-0 HCI 
PRO M 32780-64-6 



RX(6) OP 182 . . .N — > O. 



Ph' ^N'-'^Ph 

1. 



YIELD 531 



RX(4) RCT I 73866-23-6. J 103-49-1 

PRO K 30566-93-8 



RX(5) OP 182 . . .L — > M 



• hci 



RX{6} RCT N B15B0-36-1 

PRO O 73487-34-4 



,P ---> O 



O CK^ H 



• km 
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84 
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• rci 



RX(7) RCT P 72487-32-2 

RGT K 7S47.01-0 HCl 
PRO O 72487-34-4 



RX(B) OF 183 ...H »«> Q 



O OH 



• HCl 



RX(9} RCT R 724B7-31-1 

RGT H 7647-01-0 HCl 

PRO 0 72487-35-5 

RX(IO) OF 182 ...S — > O 



o o 



RX(S) RCT N 81580-36-1 

PRO 0 72487-35-5 



RX(9) OP 182 . . .R -"> Q 



« J A. 

• hci 



RXdOJ RCT S 81580-38-3 
PRO O 72487-34-4 



RXdl) OF 182 P — > O 




• hci 



RX(12) RCT S 81580-38-3 
PRO 0 72487-35-5 



• hci 



RX(13) OF 162 R — > 0 



RX(ll) RCT P 73487-32-2 

RGT H 7647-01-0 HCl 
PRO O 72487-34-4 



RX(12) OF 182 ...S >••> 0 



RX(13) RCT R 72487-31-1 

ROT H 7647-01-0 HCl 
PRO Q 72487-35-5 



RX(14) OF 182 T — > P. 



87 



8S 
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H2N' 
P 

YIELD 94 t 



OH H 




RX(14) RCT T 75615-55-3 
PRO P 724B7-32-2 



RX(15) OF 1B2 U — > R. . 




RX(16) RCT V B15B5-06-0 
PRO P 72487. 32-a 



RX(17) OF 162 W ..-> R.. 






RX{15) RCT U 81580-37-2 
PRO R 72487-31-1 



RX(16) OF 182 V — > P. 



RX{17) RCT W 7561S-S«-4 
PRO R 72487-31-1 



RX(18) OP 183 ...X mmm> Y 



pr 

C. 



Ph 



10/520362 



1^. 



• KCl 



RXtl9) RCT Z 24076-03-7, AA 74-89-5 
PRO AB 24076-12-8 



RX(20) OF 182 . . .AB — > AC 



O O 



Ph 



RX(IB) RCT X 24076-04-8 
PRO Y 24076-05-9 



• hci 



RX(19) OF 182 Z <^ AA •--> AB. . 



• hci 



O O^ H 



• Hd 



RX(30} RCT AB 24076-13-8 
PRO AC 34076 -13 -9 



RX<21) OF 183 ...AD — > AE 



92 



t(VS20362 



1(VS20362 




OH H 




RX(23) RCT AI 24076-14-0 
PRO AJ 24076-15-1 



l«(21) RCT AD 344754-55-8 
RGT H 7647-01-0 HCl 
PRO AB 34076-21-9 



RX(32] OF 182 AF — > AG 



RX(24) OF 102 AK •--> AI . 





RX(22) RCT AF 27S66-09-2 

RGT AH 302-01-2 N2H4 
PRO AG 240B4-97-7 




C" 




RX(23) OF 182 . . .AI --•> AJ 



RX(24) RCT AK 81580-28-1 

RGT AL 1336-21-6 NH40H 
PRO AI 34076-14-0 



RX(2S) OF 182 I ♦ AM — > L.. , 



M**^ ^^v-"^ Ph 




RX(35} RCT I 73866-23-6, AM 68164-04-5 
PRO L 81579-50-3 



RX(26) OF 182 ,..0 * I > S. . 




RX(26) RCT G 80744-23-6, I 73866-23-6 
PRO S 81SB0-38-3 
CAT 144-55-8 NaHC03 



RX(37} OF 182 . . .AN * I »-> N. . . 



• hci 




RX(27) RCT AN 81580-35-0, I 73866-23-6 
PRO N 81580-36-1 
CAT 144-55-8 H*HC03 



RX(28) OF 183 AO — > AP. , 



95 



96 
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• hci 



• Hd 



RX(29) RCT PiP 36270-45-8 
PRO AO 24076-10-6 



RX(30) OF 182 AR * AA — > AS. 




RX(2B) RCT AO 27475-26-9 • 

RGT AL 1336-21-6 NH40H 
PRO AP 36270-45-B 



RX(29) OP 182 ...AP — -> AO 



PI 



• hci 



• hci 



RX{30) RCT AR 345948-53-0, AA 74-89-5 
PRO AS B1579-S1-3 



RX(31) OF 182 ...AS — > AT 



98 




YIELD loot 



RX(33) RCT AH 27861-32-1 
PRO AX S4646-15-0 



O OH H 



RX(34) OF 182 AY 4^ AZ — > 



YIELD 2S« 



RXOl) RCT AS 81579-51-3 
PRO AT 815B0-37-0 



RX(33) OF 182 AU — > AV. . 




YIBU) 7«t 



RXI32) RCT AU 1611-36-7 
PRO AV 634 16-61 -S 



RX(33) OP 182 AM — > AX... 



RX(34) RCT AY 78-95-5, AZ 4S9>59-6 
PRO BA 644S0-21-1 
CAT 144 -55 -a N«HC03 



RX{35) OF 182 AY * 8B »•> BC. . 



99 



100 



RX(35) RCT AY 78-95-5, BB 623-08-5 
PRO BC 64450-22-2 
CAT 144-55-8 NaHC03 



10/520362 



PRO BO B1S80-31-6 
CM 144 -55 -B NaHC03 



RX(3B} OF 183 . . .BH « AV — > 81. 



Ph 



RX(36) OP 182 AY * BO > 




RX(36) RCT AY 78-95-5, BO 33953-37-6 
PRO BB 81580-30-5 
CAT 144-55-8 NbHC03 



RX(38) RCT BH 36270-04-9, AV 63416-61-5 
RGT H 7647-01-0 HCl 
PRO BI 63416-60-4 



RX(37) OF 182 AY * BP — > BO. 



RX(39) OF 182 BH * BJ —> BK. . 



oo 



oo" 




RX(37) RCT AY 76-95-5, BF 635-46-1 



102 



10/520362 



10/520362 




RX(40) RCT BL 63416-66-0 

RGT AL 1336-21-6 NH40M 
PRO BH 64779-92-6 



RX(41) OP 182 BN — -> BO 




RX(39) RCT BH 36270-04-9, BJ 55418-52-5 
RGT H 7647-01-0 HCl 
PRO BK 56290-92-7 



RX(40) OP 182 



.BL ---> BH 





• HCl 




RX(41) RCT BN 63416-63-7 

RGT AL 1336-31-6 NH4ai 
PRO BO 81S80-09-8 



RX(43) OP 183 ...BK — > BP 



103 



104 
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RX(42) RCT BK 56290-92-7 

RGT H 7647-01-0 HCl. AL 1336-21-6 NH40H 
PRO BP 70161-10-3 




AX YIBW 941 




RX{45) RCT BE 61580-30-5. BH 36270-04-9 
PRO BS Bl$79-4fi-S 



RX{46) OF 182 ...BS — > BT 



O OH 



RX(44) RCT BO 81579-44-4 

RGT H 7647-01-0 HCl, AL 1336-21-6 NH40H 
PRO BR 81S80-14-5 



RX(45} OF 182 . . .BE * 



O OH 



RX(46) RCT BS 81579-48-8 

RGT AL 1336-21-6 NH4(XI 
PRO BT B1579-57-9 



RX(47) OF 182 BH BU >»> BV. . . 



Ph 



O H 



RXI47) RCT BH 36270-04-9, 8U 4504-29-4 
ROT H 7647-01-0 HCl 
PRO BV 81579-49- 9 



RX(48) OP 182 BH * BW — > 8X. 



107 



108 
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O OH 



O OH 



RX(4a) RCT BH 36270-04-9, BW 102-01-2 
PRO BX 64449-93-0 



RX(49) OP 162 ...BX — > BY 




O OH 



RX(50) RCT BZ 34085-10-5, CA 98-86-2, CB 50-00-0 
PRO CC 81579-45-5 



RXtSl) OP 182 ...CD + CA « CB — > CB 



O OH 



• hci 



RX(49) RCT BX 64449-93-0 

ROT AL 1336-21-6 NH40H 
PRO BY 81580-25-8 



RX(SO) OF 182 BZ « CA * CB »>> CC. , 



O OH 



RX(51) RCT CD 327B0-65-7, CA 98-86-2. CB 50-00-0 
PRO CE 81580-18-9 



RX(52) OP 182 ...CC — > CF... 




Ill 



112 
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RX(54) RCT CJ 81579-47-7 

RGT AL 1336-21-6 NH40H 

PRO CK B1579-58-0 



RX{5S) OF 182 CL — > CM 




0 OH 



RX(S5) RCT CI. 34S651-86-7 

RGT AL 1336-21-6 N»40H 
PRO CM 32760-39-5 



RX(56} OF 182 . . . K + CN — > CO 



RX(56) RCT K 30566-92-8, CN 99807-06-4 
PRO CO 81580-20-3 



RX<57) OF 183 ...K ♦ CP — > CO 



y?BU} 40% 



RX(S7) RCT K 30566-92-8, CP 344304-70-7 
PRO CO 81579-55-7 



RX(S8) OF 182 ...K « CR ---> CS 



Ph O 
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RX(58) RCT K 30566-92-8, CR 1SBB5-06-0 
PRO CS 72371-11-0 



RX(59) OF 182 ...K » CT --•> CU 



YIELD 66 t 



RX(60) RCT K 30566-92-8, CV 344308-74-3 
PRO CW 81580-05-4 



RX (61) OF 182 ...K * BA ---> CX 



RX(S9) RCT K 30S66-92-8, CT 31399-19>6 
PRO CU 81580-04-3 



H2«^0 



RX(CO) OP 182 ...K * CV ->■> CH 



115 



RX(61) RCT K 30566-92-8. BA 64450-21-1 
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PRO CX 81580-32-S 
1U((62) OP 182 ...K ♦ BC — > CY 

Ph 



"« H Me 




YIBLD 401 



RX(63> RCT K 30566-92-8. C2 64450-19-7 
PRO OA 61580-24-7 



RX(64) OF 182 ...K * ' DB »-> DC 




RX(62) RCT K 30566-92-8. BC 64450-22-2 
PRO CY 81560-21-4 



RX{63) OF 182 ...K * CZ -»> DA 




• hci 
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RX(64) RCT K 30566-92-8, DB 81SBQ-29-2 
RGT H 7647-01-0 HCI 
PRO DC 81580-19-0 



RX(65) OF 182 ...K * DO — > DB 



RX(66) RCT K 30566-92-8, OF 5409-60-9 
RGT H 7647-01 -0 HCI 
PRO DG 32780-35-1 



RX(67) OF 182 ...K * DH — > DI 



Ph O 



• HCI 



RX(65) RCT K 30566-92-8. DD 103-79-7 
RGT H 7647-01-0 HCI 
PRO DB 81579-52-4 



RX(66) OF 183 ...K * DP — > DG 



lih 



• hci 



RX(67) RCT K 30566-92-8, DH 64450-18-6 
ROT H 7647-01-0 HCI 
PRO 01 81580-06-5 



RXUe) OP 183 ...K * BO — > DJ 



O "^1 



Ph O 



• hci 
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120 
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PRO ON BlSao-OB-7 



RX(71) OF 182 ...K * DO — > DP 

H2N. ^0 




* yiBLD 42% 



RX(e9) RCT DK 7774-79-0, K 30566-92-8 
PRO DL 81580-07-6 



RX(70) OF 182 ...K DM — > DN 



121 122 
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OP 

YIELD 411 



RX(71) RCT K 30566-92-8, DO 6302-60-9 
PRO DP 81580-10-1 

RX(72) OP 182 ...K * DO — > DR... 




YIELD 90% 



RX(72) RCT K 30S66-92-8, DO 74248-99-0 
PRO DR 81580-11-2 
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RX<73} OF 182 . . . K + DS — > DT 




YIBLD 76« 

RX(73) RCT K 30566-92-8, DS 30780-30-4 

PRO DT 81S80-13-4 

RX(74) OF 182 . . . K -» DU — > OV 




123 



124 



Et H 
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vr 



O, 



RX(74) RCT K 30566-92-8, DU 63416*75-1 
PRO DV 81580-16-7 



RX(7S) OF 182 ...K • DW — > 





RX(76) RCT K 30Sfi6-92-8, DV 344304-03-6 
ROT H 7647-01-0 HCl 
PRO DZ 81580-15-6 



RX(77) OF 182 . . . K « EA — > EB 



RX(75) RCT K 30566-92-8, DW 4092-92-6 
RGT H 7647-01-0 HCl 
PRO DX 81580-17-8 



RX(76} OF 182 ...K * DY «*»> DZ 



CO3H 

HO2C-CH2- C- CH2- CO2H 
1)H 
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O OH 



(7^ 
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RX(77) RCT K 30566-92-8. EA 1201-26-9 
PRO EB 61579-54-6 
CAT 77-92-9 Citric acid 



RX(78) OF 162 ED + EB — > BP 




O OH 



O OH 



RX(79) RCT EG 24076-19-5 

ROT EI 7803-49-8 NH20H 
PRO EH 36256-61-8 



RX(60) OF 182 . . .EH — > SJ 



0 OH I 



Ptt 



RX(78) RCT SO 36270-12-9, EE 100-46-9 
PRO EF 24076-11-7 



RX(79} OF 182 BO »-> EH... 



0 OH H 



RX{80) RCT EH 36256-61-8 



127 



128 



PRO EJ 36256-60-7 



fUC(Bl) OF XS3 BQ * EK — > AO. 



O OH , 



c, 
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A 

YIELD 371 



• hci 



RXlea) RCT EL 3B86-fi9-9, EM 2550-26-7 
RCT H 7647-01-0 HCI 
PRO A 81580-32-7 



RX<e3) OF 182 EM * BH — > D. . . 



1 




RX(81) RCT EG 240-76-19-5, EK 141-43-5 
PRO AD 344754 '55 '6 



RX(82) OF 182 EL * EM — > A.. 



• hci 

D 

yiBLO 43% 



RX(83} RCT EM 2S50-26-7, EH 3627-86-3 
RGT H 7647-01-0 HCI 
PRO D 81580-33-8 



RX(84) OF 162 



F — > AN... 



RX(8«) OF 182 BZ — > CD., 



O OH 0 OH 



• hci 



• tici 



PRO AN B15B0-3S-0 
CAT 144 -55-8 NaHC03 



RX(85) OF 182 Z — > X. . 



RX{84) RCT B 826-16-4, F 100-52-7 
RGT H 7647-01-0 HCl 



RX{86) RCT BZ 24065-18-5 

RGT AL 1336-21-6 NH40H 
PRO CD 32780-65-7 



RX{87] OP 182 BO * AY — > DB. 



O 0 



• hci 



O 0 



c 



RX(87) RCT EO 371-41-5, AY 78-95-5 
PRO DB 81580-29-2 
CAT 144-55-8 HaHC03 



RX(88) OF 182 BH * BP — > BL. 



RX(85) RCT Z 24076-03-7 

ROT AL 1336-31-6 NH40H 
PRO X 24076-04-8 



Ph 



131 



132 
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• hci 



RX(88} RCT BH 36270-04-9. EP 63416-65-9 
RGT H 7647-01-0 HCI 
PRO BL 63416-66-0 



RX(89) OF 182 . . .BI — > 




• HCI 




??BI 



RX{89> RCT BI 63416-60-4 

RGT H 7647-01-0 HCl, AL 1336-21-6 NH40H 
PRO BO 64779-91-5 



RX(90) OP 182 . . .BV — > 



O OH 



O OH 



RX{90) RCT BV 81579-49-9 

RGT AL 1336-21-6 NH40H 
PRO BR 81579-60-4 



RX(9t} OP 183 ...K * ES »«> ET 




L27 ANSWER 8 OF B 
ACCESSION NUMBER: 
TITI#E: 



RX{91) RCT K 30566-92-8, ES 3506-75-0 
ROT H 7647-01-0 HCI 
PRO ET 64779-93-7 



RX(93) OP 182 ...OR — > BU 





• KCl 



AUTHOR (S) : 
CORPORATE SOURCE: 
SOURCE : 



DOCUMENT TYPE: 
LANGUAGE : 
CLASSIPICATIW: 



CASREACT COPYRIGHT 2007 ACS on STN 
95:61370 CASREACT FuIl-texC 

Synches i« of •ubacituted 3 -amino alcohols by reduce ion 
of oximes of ()-k«to alcohols 

Latypova, F. N. ; Halina, Yu. F.; Unkovekii, B. V. 

USSR 

Khimiya i Tekhnologiya Organicheskikh Proizvodatv 
(1979), 9(2), 3-8 
CODEN: KTOPDN 
Journal 
Russian 

23-7 (Aliphatic Compounds) 
Section cross- reference (s) : 25 

ABSTRACT: 

Condensation reaction of HCHO with PhCOBt and MeOH containing KQH yielded 80t 
H0CH2CHMeC0Ph (1) . Qximation Of ROCRR1CHR2COR3 <R - Rl - R3 - Me, R2 - H; R > 
Rl • H, R2 - R3 - Me; R - H, Rl * R2 - R3 - Me) and I gave 65-85% yield of the 

corrasponding KOCRR1CHR2CR3 :NOH, which ware reduced with Raney Ni and with 
LiAlH4 to give SO-70% and 35-50% HOCRR1CHR2CHR3NH2 (same R-R3), resp. 

SUPPL. TERM: amino ale; oxime hydroxy ketone redn 

INDEX TERM: Oximes 

ROLE: RCT {Reactant.}; PACT (Reactant or reagent) 

(of P-hydroxy ketones, preparation and reduction of, 
p-amino ales, by) 
INDEX TERM: Ketones, reactions 

ROLE: RCT (Reactant); RACT (Reactant or reagent) 
(oximation of) 
INDEX TERM: Alcohols, preparation 

ROLE: SPN (Synthetic preparation); PREP (Preparation) 
(amino, p-, preparation of, by reduction of oximes of 
p- hydroxy ketones) 
INDEX TERM: 93-55-0 

ROLE: RCT (Reactant); RACT (Reactant or reagent) 
(condensation reaction of. with formaldehyde) 
INDEX TERM: 50-00-0, reactions 

ROLE: RCT (Reactant); RACT (Reactant or reagent) 
(condensation reaction of, with propiophenone) 
INDEX TERM: 123-42-2 565-79-7 3393-64-4 

ROLE: RCT (Reactant); RACT (Reactant or reagent) 
(oximation of) 
INDEX TERM: 1673S-22-1P 

ROLE: RCT (Reactant); SPN (Synthetic preparation): PREP 
(Preparation) ; RACT (Reactant or reagent) 
(preparation and oximation of) 
INDEX TERM: 17918-67-lP 6912S-01-5P 7B401-96-4P 7e401-97-SP 

ROLE: RCT (Reactant); SPN (Synthetic preparation); PREP 
(Preparation) ; RACT (Reactant or reagent) 

(preparation and reduction of, P-araino ale. by) 
INDEX TERM: 70772-78-OP 78401-94-3P 7B401-95-3P 7B430-43-6P 

ROLE: SPN (Synthetic preparation); PREP (Preparation) 
(preparation of) 



RCT DR 81580-11-3 RX|1} OP 66 

ROT H 7647-01-0 HCI, AL 1336-21-6 NH40H 
PRO EU 81580-13-3 



135 



136 
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■V 



o 
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RX(4) OF «6 H — > I... 

O HO Ma 



RX(1) RCT A 78-93-3, B SO-00-0 

PRO C 3393-64-4 



RX(3) OP 66 D * B — > B. 



RX(4) RCT H 123-43-3 

RGT O 7B03-49-S NH2(»I 
PRO I 17918-67-1 



O 



RX(S) OF 66 . . .J »» K 



H« Me 



RX(2) RCT 0 93-55-0, B 50-00-0 

PRO B 16735-32-1 



RX{3) OF 66 . ..C "-> P. 



RX(5} RCT J 78401-97-S 

PRO K 78401-95-3 



O 



RX(6) OF 66 J — K 



Me Me 



RX(6l RCT J 78401-97-5 

PRO K 78401-95-3 



RX(3) RCT C 3393-64-4 

RGT G 7S03-49-8 KH20H 
PRO P 6912S-01-5 



RX(7) OF 66 A + L »» M. . . 



137 
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o 
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Me-'^^-^Me 



Me^^^^-^^M. 



RX(7) RCT A 78-93-3, L 75-07-0 

PRO M 565-79-7 



RX(IO) RCT I 17918-67-1 

PRO O 70772-78-0 



RX(8) OF «6 . . .M — » N. 



RX(ll) OF 6S 1 > O 



O OH ^ 

VOH 

tS) Je 



YIELD 65% 



jj^HO M. 



RX(8) RCT M S6S-79-7 

RGT G 7803-49-8 NH20H 
PRO N 76401-96-4 



HN---HO Me 
M?*^ 



RX(9) OP 66 ...B •»> J. 



O Me 



YIELD 721 



RX(9) RCT B 16735-33-1 

RGT O 7B03-49-8 NH20H 
PRO J 7B401-97-5 



RX(ll) RCT I 17918-67-1 
PRO O 70772-78-0 



RX(13) OF €6 . . .F — » P 



M^ HN-^ 



RX(IO) OF 66 . , .1 »-> O 



RX(12> RCT P 69125-01-5 
PRO P 78401-94-3 



RX(13) OF 66 P — > P 



139 



140 
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YIBLD 461 S YXIbO TOI 



RX(13) RCT F 69125-01-5 
PRO P 76401-94-2 



RX{14) OF 66 . . .N ---> Q 



OH OH HM-' 



RX(14) RCT N 78401-96'4 
PRO Q 78420-43-< 



RX(1&} OF 66 H mmm> Q 



OH OH HN*^ 



RX(IS) RCT U 78401-96-4 
PRO 0 78420-43-6 



RX(16) OF 66 R ♦ S ---> T- • . 



RX(16) RCT R 123-38-6, S 108-91-8 
PRO T 1195-49-9 



HX(17) OP 66 L ♦ U — > v.. 
H3C''''''^0 



YIELD 561 



RX(17) RCT L 75-07-0, U 75-64-9 
PRO V 7020-80-6 



RX(18) OF 66 L ♦ S ---> M 



RX(ie) RCT L 75-07-0, S 108-91-8 
PRO W 1193-93-7 



RX(19t OF 66 R U ---> X. 



RX(19) RCT R 123-38-6, U 75-64-9 
PRO X 7020-81-7 



RX(20) OF 66 ...W ♦ Y — > Z. 
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RX{20) RCT W 1193-93-7, Y 9B-B6-2 
PRO Z 1217-04-5 
CAT 816-43-3 LiHSc2 



RX{23) RCT T 1195-49-9, Y 98-86-2 
PRO AD 1712-88-5 
CAT 816-43-3 LiNEc2 



RX(31} OF 66 ...H * D — -> AB.- 



RX(24) OF 66 ...V * Y -»> AB. 



131) " 



RX(21) RCT W 1193-93-7, D 93-55-0 
PRO AB 343617-82-3 
CAT 816-43-3 LiNBC2 



RX(22) OP 66 ...T * D —> AC. 



cr' 



RX(22) RCT T 1195-49-9. 0 93-55-0 
PRO AC 343623-11-0 

CAT 816-43-3 LlN'Bt2 



RX<23) OP 66 ...T * Y —> AD.. 



RX(24) RCT V 7020-80-6, Y 98-86-2 
PRO AE 343318-81-0 
CAT 816-43-3 LiNSta 



RX(2S) OP 66. ...X * Y — > AF. 



^Bu-t 



144 
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RX(2S) RCT X 7020-81-7, Y 98-86-2 
PRO AF 343333-16-0 
CAT 816-43-3 LiNBc2 



RX(26) OF 6S ...X * D AG.. 



-«-^^Bu-t Ph^'^El 



RX139) OP 66 ...AD «—> AK 



YtBLO 751 



RX(2G) RCT X 7020-81-7. D 93-55-0 
PRO AG 343595-95-9 

CAT 616-43-3 LiNBt2 



RX{29) RCT AD 1712-68-5 

RGT AI 16853 -85 -3 LiAlH4 
PRO AK 343617-70-9 



RX(30) OF 66 



RX{27) OF 66 . . .Z --•> AH 



RX(27) RCT Z 1217-04-5 

RGT AI 16853-85-3 LiAlK4 
PRO AH 343596-78-1 



Ml 

yiBLD 541 



RX(30) RCT AB 343318-81-0 

RGT AI 16853-8S-3 LiAlH4 
PRO At 75263-07-9 



RX(31) OF 66 ...AF — > AM 



RX<28) OF 66 ...AB — > AJ 



M« H Me 



RX(31) RCT AF 343323-16-0 

RGT AI 16853-85-3 LiAlK4 
PRO AM 343323-1S-9 



RX(28) . RCT AB 343617-82-3 

RGT AI 16853-85-3 LiAlH4 
PRO AJ 75243-14-0 



RX(32) OF 66 . . .H « AH ---> AO 



Cr" 



SEARCH KISTORV 



•> d sue qua 127; d hia nofila 
L15 STR 



0_U, 



0-^1:— 02—- CH2-NH-C 
1 2 3 25 4 5 



RX(32) RCT W 1193-93-7, AN 100-S2-7 
PRO AO 1215-49-2 
CAT 816-43-3 LiNEc2 



RX(33) OF 66 . . .AC ---> AP 



Me H He 

133} 

$?BLO 63, 



s 

AT 11 



VAR Gl-19/20/23/13 
REP G2-(0-2) CH2 
NODB ATTRIBUTES: 
N5PEC IS RC AT 
HSPBC IS RC 
CONNECT IS Bl RC AT 1 
CONNECT IS El RC AT 9 
CONNECT IS Bl RC AT 19 
CONNECT IS El RC AT 22 
DEFAULT MLEVEL IS ATOM 
GGCAT IS LOC SAT AT 9 
DEFAULT BCLBVBL IS LIMITED 

GRAPH ATTRIBUTES: 

RING(S) ARB ISOLATED OR EMBEDDED 

NUMBER OF HQDSS IS 25 

STEREO ATTRIBUTES: NONE 



RX(33) RCT AC 343623-11-0 

RGT AI 16853-85-3 LiAlH4 
PRO AP 343623-09-6 



••••MAPPINGS" ••• 

KOD SYM ROL NOD SYM ROL 

5 C PRO 11 C RRT 

11 C RRT 5 C PRO 

U9 150 SEA PILS-CASREACT SSS FUL LIS < 

L24 STR 



722 REACTIONS) 



RX(34| OP 66 ...AG —> AO 



Me 



H He 



Y?KI.D 421 



RX(34) RCT AG 343595-95-9 

RGT AI 16853-85-3 L1A1H4 
PRO AQ 343595-94*8 

FILE 'HOHB' BNTBRBO AT 15:33:48 ON 03 APR 2007 



RRT 



PRO t 



O — L M 



HO C— CH2- CH2- HH- C 

12 3 25 4 5 



VAR 01-19/20/23/13 
NODB ATTRIBUTES: 
NSPEC IS RC AT 5 
NSPBC IS RC AT 11 
CONNECT IS Bl RC AT 19 
CONNECT IS Bl RC AT 23 
DEFAULT MLBVBL IS ATOM 
MLBVBL IS CLASS AT 1 



147 



148 
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DEFAULT ECLBVBL IS LtHITED 

GRAPH ATTRIBUTES: 

RING(S) ARB ISOLATED OR EMBEDDED 

NUMBER OF NODES IS 25 

STEREO ATTRIBUTES: NONE 

••••KAPPINOS**** 

NOD SYM ROL NW SYM ROL 

5 C PRO 11 C RRT 

11 C RRT 5 C PRO 

L27 B SEA FILB-CKSREACT SUB-L19 S5S FUL L24 ( 26 REACTIONS) 

100.0% DONE 319 VERIFIED 36 HIT RXNS S DOCS 

SEARCH TIHE: 00.00.03 



LIS 37935 SEA SSS FUL LIS (367BS7 RBACTI(»S| EXTEND 

L19 150 SEA SSS FUL L15 ( 733 RSACTIOIS) 

SAVE TEMP L19 yOU363CASRE/A 
L30 STR US 

Ul 3 SEA SUB- LI 9 SSS SAM L20 ( 7 REACTIONS) 

D SCAN 

D STAT CUE LI 9 
L32 STR LIS 

L33 B SEA SUB-L19 SSS SAM L22 ( 31 RBACTKMS) 

D STAT QUE L31 
L34 STR L30 

L25 1 SEA SUB-LI9 SSS SAM L24 ( 1 REACTIONS) 

D SCAN 

L36 66 SEA 5UB-L19 SSS FUL L24 ( 319 RBACTimS) EXTEND 

L37 B SEA SUB-L19 SSS FUL L24 ( 36 REACTItttS) 

SAVE TEMP L27 YOU362SUB1/A 
L3S 0 SEA ABB-ON L37 AND L4 



(PILE *HOMB' ENTERED AT 14:50:38 COt 03 APR 3007) 



FILE 'CAPLUS* ENTERED AT 14:5B:4S ON 03 APR 3007 
B US2O0S -520363/ APPS 
1 SEA ABB-ON U52005-S20363/AP 

D SCAN 



FILE 'CASREACT' EtTTERED AT 15:29:11 ON 03 APR 3007 
D QUE L4 
D lALL L4 1 
D lALL L4 2 
D STAT QUE L27 
0 lALL L37 1-B 



FILE 'HOME' ENTERED AT 15:33:48 OH 03 APR 2007 
D STAT QUE L27 



FILE 'CASRSACT' ENTERED AT 14:59:40 ON 03 APR 2007 



E US2005-520362/APPS 
L2 12 SEA AflB-ON MICHEL D7/AU 

L3 72 SEA ABB-ON 3 -AMINO ALCOHOLft 

L4 2 SEA ABB-ON L2 AND L3 

D SCAN 
LS STR 

L6 1 SEA SSS SAM LS ( 12 REACTIONS) 

D SCAN 



FILE 'STNGUIDE' ENTERED AT 15:06:33 ON 03 APR 3007 

FILE 'CASRSACT' ENTERED AT 15:08:11 ON 03 APR 2007 
L7 SCREEN 1335 

L8 1 SEA SSS SAM LS AND L7 .{ 12 REACTIONS) 

FILE 'STNGUIDE' ENTERED AT 15:09:47 ON 03 APR 3007 



FILE 'CASREACT' ENTERED AT 15:11:33 ON 03 APR 2007 



L9 STR LS 

LIO 1 SEA SSS SAM L9 AND L7 ( 12 REACTIONS) 

Lll STR L9 

L12 3 SEA SSS SAM Lll AND L7 ( 7 REACTIONS) 

D SCAN 
0 QUE 

L13 STR Lll 

L14 3 SEA SSS SAM LI 3 ( 7 REACTIONS) 

LIS STR L13 

L16 4 SEA SSS SAM LIS ( 33 REACTIONS) 

L17 3 SEA ABB>ON L16 NOT (L13 OR L14) 

D SCAN 

D QUE LIS 
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